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UNITED STATES DISTRICT COURT 
FOR THE DISTRICT OF COLUMBIA 



APOTEX INC., 



Plaintiff, 



V. 



FOOD AND DRUG ADMINISTRATION, 

et al. , 



Defendants, 



and 



DR. REDDY'S LABORATORIES, LTD, 
et al.^ 

Intervenors-Defendants. 



Civil Action No. 06-1890 (RMC) 



NOTICE OF FILING ADMINISTRATIVE RECORD 

Federal defendants hereby file the certified administrative record in the above-captioned 
matter. The record, consisting of six documents designated Tabs 1 through Tab 6, is appended 
hereto. 



OF COUNSEL: 

DANIEL MERON 

General Counsel 

SHELDON T. BRADSHAW 
Associate General Counsel 
Food and Drug Division 



Respectfully submitted, 

PETER D.KEISLER 

Assistant Attorney General 

EUGENE M. THIROLF 

Director 

Office of Consumer Litigation 
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ERIC M. BLUMBERG 

Deputy Chief Counsel, Litigation 

WENDY S. VICENTE 
Associate Chief Counsel 
United States Department of 
Health and Human Services 
Office of the General Counsel 
5600 Fishers Lane 
Rockville, MD 20857 



/s/ 



ANDREW E. CLARK 

Attorney 

Office of Consumer Litigation 

Civil Division, U.S. Department of Justice 

P. O. Box 386 

Washington, D.C 20044 

Tel: (202)307-0067 

Fax: (202) 514-8742 

andrew. clark@usdoi . gov 



Dated: November 17, 2006 
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CERTIFICATE OF SERVICE 

I hereby certify that I caused the foregoing Notice of Filing Administrative Record to be 
served via the District Court's Electronic Filing System (ECF) and/or by Federal Express 
overnight delivery upon: 



Arthur Y. Tsien (ECF) 
OLSSON, FRANK AND WEED A, P.C. 
1400 16th Street, NW, Suite 400 
Washington, D.C. 20036-2220 
Counsel for Plaintiff Apotex Inc. 

William A. Rakoczy (FedEx) 

Christine J. Siwik 

Alice L. Riechers 

RAKOCZY MOLINO MAZZOCHI SIWIK LLP 

6 West Hubbard Street 

Suite 500 

Chicago, IL 60610 

Counsel for Plaintiff Apotex Inc. 

John Longstreth (ECF) 

Brian K. McCalmon 

PRESTON GATES ELLIS & ROUVELAS MEEDS LLP 

1735 New York Avenue, N.W. 

Suite 500 

Washington, DC 20006-5209 

Counsel for Intervenors-Defendants Dr. Reddy 's Laboratories, Ltd. et al. 

Andrew J. Miller (ECF) 

Stuart Sender 

Bruce D. Radin 

BUDD EARNER P.C. 

150 John F. Kennedy Parkway 

Short Hills, NJ 07078-2703 

Counsel for Intervenors-Defendants Dr. Reddy 's Laboratories, Ltd. et al. 
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D. Christopher Ohly (FedEx) 

Jeffrey S. Jacobovitz 

SCHIFF HARDIN LLP 

1101 Connecticut Avenue, N.W. 

Suite 600 

Washington, D.C. 20036 

Counsel for Proposed Intervenor-Plaintiff Mutual Pharmaceutical Co., Inc. 

Andrew Berdon (FedEx) 

Quinn Emanuel Urquhart Oliver & Hedges, LLP 

5 1 Madison Avenue, 22nd Floor 

NewYork, NY 10010 

Counsel for Proposed Intervenor-Plaintiff Mutual Pharmaceutical Co., Inc. 



this 17'' day of November, 2006. 



/s/ 



Andrew E. Clark 
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CERTIFICATE 



Pursuant to the provisions of Rule 44 of the Federal Rules of Civil Procedure, I hereby 
certify that Cecelia M. Parise, Regulatory Policy Advisor to the Director, Office of 
Generic Drugs, Center for Drug Evaluation and Research, United States Food and Drug 
Administration, whose declaration is attached, has custody of official records of the 
United States Food and Drug Administration. 



In witness whereof, I have, pursuant to the provision of Title 42, United States Code, 
Section 3505, and 21 C.F.R. § 5.22(a), hereto set my hand and caused the seal of the 
Department of Health and Human Services to be affixed this /'^ day of November, 
2006. 




'^^9tUi 




|ennie C. Butler, Director 

►ivision of Dockets Management 
Office of Management Programs 
Office of Management 

By direction of the Secretary of 

Health and Human Services 






I& 



■m. 
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DECLARATION OF CECELIA M. PARISH 
Cecelia M. Pause declares as follows: 

1. I am Regulatory Policy Advisor to the Director, Office of Generic Drugs (OGD), 
Center for Drug Evaluation and Research, United States Food and Drug Administration (FDA). 

2. In this capacity, I have custody of official records of FDA relating to 180-day 
exciUSiVity perious. 

3. Attached is a copy of an index to the administrative record in Apotex Inc. v. FDA, 
Case No. 06-1890 (D.D.C.). 

4. Copies of the documents referred to in the index in paragraph 3, above, are part of the 
official records of FDA. 

I declare under penalty of perjury that the foregoing is true and correct. 



Executed on 




/Vy Z^'o 




V 



Ceceha M. Parise 
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FDA ADMINISTRATIVE RECORD 

APOTEX INC. V. FDA 

CIVIL ACTION NO. 06-1890 

INDEX TO APOTEX'S ANDA NO. 77-306 

1. Letter from Apotex to FDA seeking FDA determination of court decision trigger 
of 1 80-day exclusivity for Ondansetron Hydrochloride Tablets 4 mg and 8 mg 

Dated: August 31, 2005 Received: September 1, 2005 

2. Letter from Apotex to FDA resubmitting its request for FDA determination of 
court decision trigger of 180-day exclusivity for Ondansetron Hydrochloride 
Tablets 4 mg and 8 mg 

Dated: August 29, 2006 Received: August 30, 2006 

3. Letter from FDA to Apotex denying Apotex' s request for a determination of a 
court decision trigger of 180-day exclusivity for Ondansetron Hydrochloride 
Tablets 4 mg and 8 mg 

Dated: November 3, 2006 

INDEX TO MUTUAL' S ANDA NO. 76-628 

4. Letter from Mutual to FDA seeking FDA determination of court decision trigger 
of 180-day exclusivity for Ondansetron Hydrochloride Tablets 4 mg and 8 mg 

Dated: June 23, 2006 Received: June 26, 2006 

5. Letter from FDA to Mutual denying Mutual' s request for a court decision trigger 
of 180-day exclusivity for Ondansetron Hydrochloride Tablets 4 mg and 8 mg 

Dated: November 8, 2006 

ADMINISTRATIVE PRECEDENT 

6. Letter from FDA to Apotex re: FDA's holding-on-the-merits interpretation of 21 
U.S.C, § 355G)(5)(B)(iv)(II) 

Dated: April 11,2006 
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SIWK 



LLP 



6 ^a^est hubbaed street 
Suite 500 
Chicago, IL 60610 

w^'M'.rmmslegal.com 

312-527-2157 main phone 
312-527-4205 main fax 




August 31, 2005 

CONFIDENTIAL ANDA DOCUMENT- 
NOT TO BE DISCLOSED OUTSIDE FDA 



.® 



VIA FedEx^ and E-Mail 

Mr. Gary Buehler 

Director, Office of Generic Drugs 

Center for Drug Evaluation and Research 

U.S. Food and Drug Administration 

HFD-600, Metro Park North II 

7500 Standish Place, Room 150 

Rockville, MD 20855-2773 



Christine J. Siwik 

312.222.6304 telephone 
3 12.222.6324 facsimile 
csiwik@rmmslegal.com 

William A. Rakoczy 

312.222.6301 telephone 
312.222.6321 facsimile 
wralcoczv@nTimslegal.com 



Re: Apotex Inc.'s ANDA No. 77-306 for Ondansetron Hydrochloride Tablets 
4 mgand 8 mg 



Dear Mr. Buehler: 



following: 



On behalf of Apotex Inc., we respectfully request that the Agency confirm tlie 



Subject to all other substantive requirements for approval, Apotex will be eligible 
for, and receive, inmiediate final approval of its ANDA No. 77-306 for 
Ondansetron Hydrochloride Tablets 4 mg and 8 mg when U.S. Patent No. 
4,753,789 ("the 789 patent") expires; 

Apotex's final approval will not be delayed by any unexpired 180-day exclusivity 
under 21 U.S.C. § 355(j)(5)(B)(iv) for these drug products; and 

The May 25, 2005, Order (Ex. E) dismissing the lawsuit brought by Glaxo Group 
Limited and SmitliKline Beecham . Corporation (collectively, "GSK") alleging 
infi-ingement of U.S. Patent No. 5,344,658 C'the '658 patent") constitutes a 
"decision of a court" under 21 U.S.C. § 3550(5)(B}(lv)XIIlthat triggered any 
exclusivity arising out of that patent as of June 24, 20f 



SEP 1 2005 
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Apotex requests the courtesy of a response by the end of business on November 1, 2005. If we 
do not hear from the Agency by then, Apotex will assume that its request has been denied and 
take appropriate action to protect its rights. 

I. INTRODUCTION 

Apotex and several other applicants have filed AND As for generic ondansetron 
hydrochloride tablets with paragraph IV certifications to some or ail of the Orange-Book listed 
patents for Zofran®, the reference-listed drug at issue here. Based on public statements, an 
appUcant other than Apotex claims to have 180-day generic exclusivity by virtue of having filed 
a paragraph IV certification to the '658 patent. If such exclusivity exists, the dismissal, witli 
prejudice, of GSK's patent infringement action against Apotex triggered that exclusivity with 
respect to the '658 patent. 

As detailed below, GSK filed suit against Apotex allegmg infringement of the 
'658 patent. The parties ultimately stipulated to the dismissal of that action on May 18, 2004, 
after GSK stipulated to non-infringement and covenanted not to sue Apotex for infrmgement of 
the '658 patent based on the importation, manufacture, use, sale or offer for sale of ondansetron 
hydrochloride tablets that are the subject of, and described in, Apotex's ANDA No. 77-306, The 
dismissal of GSK's infringement action was witli prejudice and contained GSK's express 
ackiiowledgement that Apotex's ANDA products do not infringe the '658 patent. The court 
entered the dismissal order on May 25, 2005. 

Under 21 U.S.C. §.355(j)(5)(B)(iv)(II), generic exclusivity is triggered by "a 
decision of a court . . . holding the patent wliich is the subject of the certification to be invahd or 
not infringed." The court's May 25, 2005 dismissal order is such a court decision. Indeed, even 
if someone erroneously believed that dismissal order did not fall within plain language of statute 
(which it does), in light of GSK's covenant not to sue and the terms of the dismissal order, which 
is final and unappealable, GSK is precluded fi-om suing Apotex on the '658 patent. Under the 
D.C. Circuit's decisions m Teva Pharmaceuticals, USA, Inc, v. FDA, 182 F.3d 1003 (D.C. Cir. 
1999) {'Teva F) and Teva Pharmaceuticals; USA, Inc, v. FDA, No. 99-5287, 2000 WL 1838303 
(D.C. Cir. Nov. 15, 2000) ^Teva IF), tliis dismissal order constitutes a court decision sufficient 
to trigger the running of any exclusivity that might have existed for the '658 patent as of June 24, 
2005, at the latest. 

Accordingly, any exclusivity awarded based upon a paragraph IV certification to 
the '658 patent will expire no later than December 20, 2005, and camaot delay Apotex's approval 
beyond the expiration date of the '789 patent. Apotex seeks confirmation of this fact from tlie 
Agency. 
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II. BACKGROUND 

A. Reference-Listed Drug And Orange Book Patents. 

The reference-listed drug upon which Apotex based its AND A is GSK's 
prescription drug Zofran® (ondansetron hydrochloride) Tablets 4 mg, 8 mg, and 24 mg. ■ FDA 
first approved that drug under New Drug Application (NDA) No. 20-103 on December 31, 1992. 

GSK has submitted information on four patents for listing in the Orange Book in 
connection with Zofran® (ondansetron hydrochloride) tablets and NDA No. 20-103. Those 
patents are: 

• U.S. Patent No. 4,695,578, which expired on January 25, 2005 (with pediatric 
exclusivity expired on July 25, 2005); 

• U.S. Patent No. 5,578,628, which expired on February 16, 2005 (with pediatric 
exclusivity expired on August 16, 2005); 

• U.S. Patent No. 4,753,789, wMch expires on June 24, 2006 (with pediatric 
exclusivity expiring on December 24, 2006); and 

• U.S. Patent No. 5,344,658, wliich expires on September 6, 2011 (with pediatric 
exclusivity expiring on March 6, 2012). 

B. Apotex's ANDA No. 77-306 For Ondansetron Hydrochloride Tablets 4 mg 
And 8 mg. 

On September 30, 2004, Apotex submitted ANDA No. 77-306 for generic 
ondansetron hydrocMoride tablets 4 mg aid 8 mg. For all tablet strengtlrs, Apotex's ANDA 
contains a paragraph III certification under 21 U.S.C. § 355G)(2)(A)(vii)(III) to the '578, '628, 
and '789 patents, thus signifying that Apotex does not intend to market its ondansetron 
hydrochloride products until after the expiration of those patents and their con-esponding 
pediatric exclusivities. Apotex submitted a paragraph IV certification, pursuant to 21 U.S.C. 
§ 3550)(2)(A)(vii)(IV), to the '658 patent. As required by 21 U.S.C. §§ 3550)(2)(B)(i)-(ii), 
Apotex provided the requisite notice of its ANDA and paragraph IV certification, together with 
the factual and legal bases for that certification, to GSK, the patentee andNDA-holder. 

B. Other Ondansetron Hydrochloride AND As. 

Based on publicly available information, Apotex believes tlaat several otlier 
applicants apparently have submitted AND As for ondansetron hydrochloride tablets with 
paragraph IV certifications to some or all of the Usted patents in the Orange Book. Furtlier, one 
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or more of the other AND As with paragraph IV certifications to the '658 patent may have been 
submitted before Apotex's AND A. We understand, for example, that FDA considers 
Dr. Reddy's Laboratories (DRL) to be the first applicant to submit a paragraph IV ANDA (No. 
76-183) for the 4 mg, 8 mg, and 24 mg strength ondansetron hydrocliloride tablets to all four of 
the Orange-Book listed patents. (As we understand it, DRL subsequently amended its 
application to contain a paragraph III certification to the '578 patent.) 

By virtue of these purportedly previous ANDAs, FDA may consider DRL. (or 
perhaps otliers) to be ehgible for 180-day exclusivity periods for those drug products pursuant to 
21 U.S.C. § 355Q)(5)(B)(iv). Such exclusivity could delay approval of all subsequent paragraph 
IV ANDA-filers until 180 days after either first commercial marketing of each drug product by 
the first-filer or a court decision on the listed patents, whichever is earlier. 

C. Apotex Obtains A "Decision Of A Court" That Triggers Any 180-Day 
Exclusivity For Ondansetron Hydrochloride Tablets With Respect To The 
'658 Patent. 

On January 14, 2005, after receiving Apotex's statutorily-required notice letter, 
GSK filed an action against Apotex in tlie U.S. District Court for the District of New Jersey, 
pursuant to 21 U.S.C. § 3550) and 35 U.S.C. § 271. (Ex. A). GSK's complaint alleged tliat 
Apotex's ANDA products would, if marketed, infringe the '658 patent. On March 22, 2005, 
Apotex answered GSK's complaint and counterclaimed for invalidity and non-infringement of 
tlie. '658 patent (Ex. B). On April 11, 2005, GSK responded to Apotex's counterclaims by 
denying invalidity and non-infringement. (Ex. C). 

As part of the litigation, Apotex produced to GSK a copy of Apotex's ANDA No. 
77-306. Upon reviewing Apotex's ANDA, GSK concluded that Apotex's ANDA products 
would not infringe the '658 patent. After being apprised of GSK's position, the parties entered 
into a Covenant Not to Sue and Stipulation of Non-Infringement. (Ex. D). The parties also 
submitted to the court hearing GSK's infringement case a stipulation of dismissal with prejudice. 
That dismissal order provides, in pertinent part: 

WHEREAS, pursuant to the Agreement, Plaintiffs Glaxo Group Limited and 
SmithKline Beecham Corporation (collectively "Glaxo SmitliKline") stipulate and 
agree that the ondansetron hydrochloride tablets that are the subject of and 
described in Apotex Inc.'s ANDA No, 77-306 do not infringe, and if imported, 
manufactured, used, sold or offered for sale in the United States would not 
infringe, any claim of GlaxoSmithKline's US. Patent No, 5,344,658 (''the '658 
patent"); and 

WHEREAS, GlaxoSmithKline has represented that it will not sue Apotex for 
infringement of the '658 patent based on the importation, manufacture, use, sale 
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or offer for sale of ondansetron hydrochloride tablets that are the subject of and 
■ described in ANDA No. 77-306; 

:^ :^ :^ 

THEREFORE based on the referenced Agreement, the parties, by tlieir 
undersigned attorneys, hereby stipulate and agree to the dismissal of the parties' 
respective claims and counterclaims with prejudice. 

(Ex. E (emphasis added).) The May 25, 2005, Order became a final decision from v/liich no 
appeal has been, or can be, taken on June 24, 2005, at the latest. On June 1, 2005, in accordance 
with 21 C.F.R. § 314.107(e), Apotex submitted a copy of this decision to OGD. 

The court's order triggered any exclusivity for ondansetron hydrocliloride tablets 
arising out of the '658 patent. Consequently, such exclusivity v^ill expire no later than December 
20, 2005, thus leaving no barrier to final approval for Apotex upon expiration of the '789 patent. 

III. ANALYSIS 

A. Under The Plain Language Of The Statute, The Dismissal Of GSK's 
Infringement Action Against Apotex Triggers Any Exclusivity Attaching To 
The '658 Patent 

The first company to file an ANDA contauaing a paragraph IV certification to an 
Orange Book-Hsted patent is eligible to receive 180 days of generic exclusivity: 

(iv) If the application contains a certification described in subclause (IV) of 
paragraph (2)(A)(vii) and is for a drug for v^hich a previous application has been 
submitted under this subsection continuing [sic] such a certification, tlae 
application shall be made effective not earlier tlian one hundred and eighty days 

after— 

(I) the date the Secretary receives notice from the applicant under the previous 
application of the first commercial marketing of the drug under the previous 
apphcation [the "commercial marketing trigger"], or 

(II) the date of a decision of a court in an action described in clause (iii) 
holding the patent which is the subject of the certification to be invalid or not 
infringed [the "court decision trigger"], 

whichever is earlier. 
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21 U.S.C. § 355G)(5)(B)(iv).^ 

Here, GSK filed a patent infringement suit against Apotex and the court has 
entered a dismissal order stating that Apotex' s AND A products "do not infringe, and if imported, 
manufactured, used, sold or offered for sale in the United States would not infringe, any claim 
of GSK's '658 patent. The order constitutes a "decision of a couit . . . holding the patent which 
is the subject of the certification to be invalid or not infringed." In other words, tlais order 
constitutes an adjudication on the merits of the patent dispute. 

Consequently, Apotex's May 25, 2005, corn! decision satisfies the court decision 
trigger, and triggers any exclusivity awarded for the '658 patent. Accordingly, Apotex should, 
subject to all other substantive requirements for approval, receive final approval of its 
ondansetron AND A immediately upon expiration of the '789 patent. 

B. Under Controlling D,C. Circuit Case Law, A Dismissal Order With 
Preclusive Effect Triggers Generic Exclusivity. 

Even if one could argue that tlie dismissal of a patent infringement action with 
prejudice is not a "decision" or a "holding" of a court finding the patent invalid or not infringed, 
such a dismissal order does constitute "a decision of a court" under § 355(])(5)(B)(iv)(II), so long 
as it has preclusive effect. Controlling D.C. Circuit precedent so holds. 

1. The D.C. Circuit's Controlling Authority. 

The dismissal of GSK's patent infringement action here constitutes a "decision of 
a court" under § 3550)(5)(B)(iv), The D.C. Circuit's decisions in Teva I and Teva //require this 
result. 

The D.C. Circuit has explicitly held that the dismissal of a declaratory judgment 
action for lack of subject matter jurisdiction constitutes a "court decision" sufficient to trigger the 
180-day exclusivity, so long as it has estoppel effect under the patent laws. See Teva /, 182 F.3d 
at 1008; Teva II, 2000 WL 1838303. The facts and reasoning of the Teva decisions control here, 
and require FDA to treat the dismissal of GSK's patent infringement action as a triggering court 
decision under § 355G)(5)(B)(iv)(II). 



^ The Medicare Prescription Drug, Improvement, and Modernization Act of 2003, Pub. L. No. 108-173, 117 Stat. 
2066 (2003), changed the 180-day exclusivity provision of the 1984 Hatch- Waxman Amendments (fonnally known 
as tlie Drug Price Competition and Patent Tenn Restoration Act, Pub. L. No. 98-417, 98 Stat. 1585 (1984) (codified 
as amended at 21 U.S.C. § 355 and 35 U.S.C. § 271)). Those changes are not applicable here, however, because, as 
we understand it, Dr. Reddy's Laboratories' ANDA No. 76-183, which FDA considers to be the first ANDA 
submitted containing paragraph lY certifications to the relevant Orange Book-listed patents, was filed on or before 
Decembers, 2003. 
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In the Teva cases, Apotex (then known as TorPhanii) submitted the first 
paragraph IV AND A for a generic version of Hoffman-La Roche's prescription drug ticlopidine 
(brand-name Ticlid®). The patentee, Syntex, did not sue Apotex or any subsequent ANDA 
apphcants for infringement. By virtue of submitting the first paragraph IV ANDA, FDA 
awarded Apotex sole 180-day exclusivity for generic ticlopidine, which delayed the approval of 
all subsequent applicants until 180 days after first commercial marketing or a court decision of 
non-infringement, whichever is earlier. 

Apotex's competitor, Teva, while awaiting ANDA approval, filed a declaratory 
judgment action against Syntex seeking a declaratory judgment of noninfringement of Syntex's 
listed patent See Teva I, 182 F.3d at 1006. Teva did so in order to obtain a court decision that 
would trigger Apotex's 180-day exclusivity period, thereby allowing Teva to market its generic 
drug. Id. at 1004. The same day Teva sued, Syntex sent Teva a letter stating: "We will make no 
claim of patent infringement based on the sale of ticlopidine hydrochloride tablets having the 
fomiulation you have disclosed to us." Id, at 1006. Syntex then moved to dismiss the complaint 
for lack of subject matter jurisdiction, explaining: 

Given Syiitex's express assurance that it would not bring suit against Teva on the 
'592 patent, Teva can have no reasonable apprehension tliat it will face a lawsuit 
for infringement of tlie '592 patent. Witliout such reasonable apprehension, no 
actual case or controversy exists of sufficient immediacy or reality to base 
jurisdiction over Teva's declaratory judgment claim. 

Id, The district court granted Syntex's motion, holding that Teva "lacks a reasonable 
apprehension of suit by Syntex for infringemenf of the patent at issue and, therefore, there was 
"no justiciable case or controversy between the parties conceming any infringement by Teva of 
tlae '592 Patent." Id, - 

FDA subsequently refused, without explanation, to recognize the dismissal of 
Teva's declaratory judgment action as a triggering court decision. Among other things, FDA 
refused to explain why the Agency had previously recognized as a triggering decision the grant 
of partial sunnaiary judgment based on the patentee's admission of noninfringement, but declined 
to give similar effect to Teva's dismissal based on a finding of no reasonable apprehension of 
suit arising from the patentee's stated intention not to sue. 

■ Teva challenged the Agency's refusal to recognize the dismissal as a triggering 
court decision. The district court sided with FDA, holding Hiat the dismissal order did not fall 
within the plain language of the statute, wliich requires "notliing less than a decision on the 
merits." See id, at 1007. On appeal, however, the D.C. Circuit reversed, holding that: 
(1) FDA's interpretation refusing to recognize Teva's dismissal as a court decision is not entitled 
to Chevron deference; (2) FDA "camiot avoid the merits of Teva's contention that the California 
dismissal satisfies the 'court decision' requirement under § 355(j)(5)(B)(iv)(II)"; and (3) FDA's 
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response was arbitrary and capricious. Id. In reaching these conclusions, the court made two 
separate findings that are applicable here. 

First, the D.C. Circuit determined that tlie Agency's refusal to recognize the 
dismissal as a triggering court decision is not compelled by the statutory language, which merely 
requires a "decision of a court holding the patent . . . invaUd or not infringed.'' See id. at 1007. 
Such a "decision/' tlie court explained, can take many forms and "the relevant consideration is 
the estoppel of Hie patent holder from later claiming that tlie ANDA applicant is liable for patent 
infringement." Id. at 1009; see also id. at 1007. Where estoppel exists, the dismissal constitutes 
a court decision. 

The D.C. Circuit noted that "Syntex's declaration and conduct eliminated the 
need for a declaratory judgment because Syntex would be estopped from challenging Teva's 
marketing of its generic drug on the ground of patent infringement." Id. at 1008. The court 
further explained: 

The conclusion that the California dismissal has estoppel effect is supported by 
the decisions of the United States Court of Appeals for the Federal Circuit. That 
court has recognized that a dismissal of a declaratory judgment action for lack of 
a case or controversy due to the patent holder's disavowal of any intent to sue for 
infringement has preclusive effect. 

Put otherwise, the California dismissal appears to meet the requirements of a 
triggering "court decision" because that court had to. make a predicate finding 
with respect to whether Syntex would ever sue Teva for infringement in order to 
conclude that there was no case or controversy between the parties. 

'T T" T' 

Although the dismissal was not a judgment on the merits after consideration of 
evidence presented by the parties, there was no need for such a procedure here 
because the dismissal sufficed to estop Syntex from suing Teva for patent 
infringement. This is the result that appears to be the purpose of the triggering 
"court decision" provision. A contrary view, as Teva contends, means that the 
patent holder could manipulate the system in order to block or delay generic , 
competition by stating that the patent holder will not enforce its patent against the 
Paragraph IV challenger. For these reasons, the California dismissal would 
appear to meet the requirements of a "court decision" under § 355(j)(5)(B)(iv)(II), 

Id. at 1008-09 (citations omitted). 

Second, the D.C. Circuit held that "it is unclear that a triggering 'court decision' 
need explicitly hold the patent at issue is 'invahd' or is 'not infringed' in order to trigger the 180- 
day period of market exclusivity." Id. at 1009. In reaching tliis conclusion, the court noted that 
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both FDA and the Federal Circuit recognize that a decision tliat a patent is "unenforceable" also 
suffices as a court decision, even though the statute says only if tlie patent is "invalid" or "will 
not be infringed," Id. FDA included "unenforceability" because, in its own words, it would lead 
to absurd results otherwise. Id. As such, the court rejected as "unpersuasive" any attempt by 
FDA to treat unenforceability, which is included in the regulation, any differently tlian estoppel 
for purposes of § 355(j)(5)(B)(iv)(II). Id. The court explained: 

As the FDA and [Apotex] concede, Syntex cannot sue Teva for patent 
infringement as a result of the California dismissal. In its regulations, the FDA 
added 'unenforceability' to tlie list of what qualifies as a 'court decision' because 
it concluded that implementing the statute in any other way would be contrary to 

Congress' intent and produce absurd results However, the situation 

presented here appears no less absurd because Teva can never be sued by Syntex 
for patent infringement, but the FDA has nevertheless concluded that the 
California dismissal cannot satisfy the 'court decision' requirement of the statute. 
Thus, the FDA's appUcation of the statute to this case runs counter to its 
explanation for permitting mienforceability to qualify as a 'court decision.' 

/<i. at 1010 (citations omitted.) 

The^D.C. Circuit reversed and remanded the district court's decision to afford 
FDA tlie opportunity to address "tlie merits of Teva's contention that the CaUfoniia dismissal 
satisfies tlae 'court decision' requirement . . . ." Teva II, 2000 WL 1838303, at *L On remand, 
FDA repeated "its claim that the California dismissal did not state on its face that the underlying 
patent was not infringed and that refusing to look beyond the face of the order served goals of 
administrative convenience." Id. The district court flatly rejected this explanation. On appeal, 
the D.C. Circuit agreed, holding that the "judgment of tlie agency fails for want of reasoned 
decisiomnaking," and stating that the Agency had failed to provide any meaningful basis for 
departing from its past interpretation and precedent. Id. at *2. 

The Teva I and // rulings remain the controlling rule of law on deteraaining what 
will and will not constitute a court decision sufficient to trigger under § 355(j)(5)(B)(iv)(II). 
Under this rule of law, so long as a dismissal has preclusive effect, it constitutes a triggering 
court decision. 



^ FDA considered a proposed rule under which such a dismissal would not constitute a court decision trigger. See 
64 Fed. Reg. 42873, 42881 (Aug.- 6, 1999). However, after reconsidermg the Teva decisions and comments, FDA 
rejected and fonnally withdi'ew its proposed mle in November 2002, and continues to regulate directly from the 
statute, just as it had done before Teva. See 61 Fed. Reg. 66593, 66594 (Nov. 1, 2002). 
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2. The Dismissal Of GSK's Action Triggers Any 180-Day Exclusivity On 
The '658 Patent And Entitles Apotex To Final ANDA Approval 
Immediately Upon Expiration Of The '789 Patent. 

The controlling test for a triggering court decision under § 355(j)(5)(B)(iv), as 
articulated by the D.C. Circuit, is whether the decision estops or precludes the patentee "from 
later claiming tliat the ANDA applicant is liable for patent infringement." Teva I, 182 F.3d at 
1009. If so, it is a triggermg court decision under the statute. As applied here, the dismissal of 
GSK's patent infringement suit against Apotex, with prejudice, precludes future litigation 
between the parties on tlie '658 patent. 

The May 25, 2005, dismissal order here expUcitly is based on, inter alia, GSK's 
covenant not to sue Apotex and its admission that Apotex' s ANDA products do not infringe tlie 
'658 patent. FDA need not look beyond the face of the order and covenant to confirm tliis fact. 
The order dismisses GSK's infringement action based upon its covenant not to sue and its 
representations tliat: (1) Apotex ANDA products "do not infringe" the '658 patent; and (2) it 
"will not sue Apotex for infringement of the '658 patent based on the manufacture, use, sale, 
offer for sale or importation of Apotex' s generic ondansetron hydrocliloride tablet product that 
are the subject ofANDA No. 77-306." (Ex. E). 

Plainly, GSK has disavowed any intent to sue Apotex. As the D.C. Circuit 
acknowledged, the Federal Circuit "has recognized that a dismissal of a declaratory judgment 
action for lack of a case or controversy due to the patent holder's disavowal of any intent to sue 
for infringement has preclusive effect." See Teva /, 182 F.3d at 1008 (citing Spectronics Corp. v. 
KB. Fuller Co., 940 F.2d 631, 636-38 (Fed. Cir. 1991) (holding that by filing with the district 
court a covenant not to sue the declaratory judgment plaintiff for infringement of the patent-in- 
suit, the patentee was "forever estopped from asserting the . . . patent claims against the 
[declaratory judgment plaintiff]'')); S'w^^er S'acAiil^. Corp. v. Chase Packaging Corp., 57 F.3d 
1054, 1059 (Fed. Cir. 1995) (holding that patentee "is forever estopped by its counsel's 
statement of nonliability, on its face and as explained during oral argument before this court, 
from asserting Hability against Chase in comiection witli any products that Chase made, sold, or 
used on or before July 8, 1994. This estoppel, in turn, removes from the field any controversy 
sufficiently actual to confer jurisdiction over this case."); see also Fina Research, S.A. v. Baroid 
Ltd., 141 F.3d 1479, 1483-84 (Fed. Cir. 1998) (discussing Super Sack and Spectronics). 

Thus, the dismissal order precludes GSK's from asserting the '658 patent against 
Apotex in the future. As in Teva, the dismissal meets all the requirements of a "decision of a 
court" under § 355(j)(5)(B)(iv)(II). Accordingly, there can be no barriers to final approval of 
Apotex's ANDA once the '789 patent expires. Any. 180-day exclusivity for ondansetron 
hydrocliloride tablets arising out of the '658 patent was triggered, at the latest, on June 24, 2005, 
and will have expired, at the latest, by December 20, 2005. Subject to all other substantive 
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requirements for approval, Apotex is entitled to immediate final approval on expiration of the 
'789 patent. 

IV. CONCLUSION 

For all these reasons, Apotex requests, and is entitled to, confirmation that: 
(1) Apotex will, subject to all other substantive requirements for approval, receive final approval 
of its ondansetron ANDA upon expiration of the 789 patent; (2) its final approval will not be 
delayed by any unexpired 180-day exclusivity on the '658 patent; and (3) any 180-day 
exclusivity on the '658 patent was triggered by the dismissal of GSK's patent infringement 
action. We look forward to receiving the Agency's response by November 1, 2005. 

Should you have any questions, please do not hesitate to contact us. 

Very truly yours, 



INO MAZZOCHI SIWIK LLP 




William A. Rakoczy 



Enclosures 
cc {via e-mail): 



Elizabeth Dickinson, Office of Chief Counsel 
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IN THE UNITED STATES DISTRICT COURT 
FOR THE DISTRICT OF NEW JERSEY 






I 



ip<f^ 



QtiKXO GROUP LIMITED and 
SMITHKLINE BEBCHAM CORPORATION, 

Plaintiffs, 

V. 

APOTEXINC, 

Defendant. 



CIVIL ACTION NO. 






■ -X 

COMPLAINT 

Plaintiffe Glaxo Group Limited and SmithKline BeecKam Corporatiori, for their 
Complaiat against defendant Apotex Inc., aver and allege as follows: 

JURISDICTION AND PARTIES 

1 , Tbis is a civil action for pateat tnfringeraerit arisiug under the patent laws of the 
United States, 35 U.S-C. §§ 27I gtseq, aud21 U.S.C..§ 355. 

2, Plaintiff Glaxo Group Limited is an English corporation having a registered office 
at Glaxo Wellcome House^ Berkeley Avetiue, Greenford, Middlesex:, UB6 ONN, Middlesex, 
England- 

3, Plaintiff SmithKline Beecham Coiporation is a Pennsylvania corporation having a 
principal place of business at One Franklin Plaza, Philadelphia^ Pennsylvania 19102. Plaintiffs 
Gtoo Group Limited and SmithKJine Beecham Corporation shall hereinafter be referred to 
jointly as "GlaxoSmithKline,** 



1-PR/I28087l,t 
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4, Defendant Apotex Inc. ("Apotex") is a privately held Canadian corporation 
having its principal place of business at 150 Signet Drive, Toronto, Ontario, Canada M9L IT9. 
Novex Pharma is a division of Apotex, Inc, having its principal place .of business at 380 Elgin 
Hills Road East, Richmond Hill, Ontario, Canada lAC 5H2. Upon information axid belief, 
Apotex Inc. conducts continuous and systematic business activities within the State of New 
Jereey, and, alternatively^ intends to market and sell the accused drug product in the State of New 
Jersey. 

5. This Court has jurisdiction pursuant to the patent laws of the United States, Title 
35 U-S.C. and 28 U,S,C- §§ 133 1 and 1338(a). Venue is proper in this district pursuaht to 28. 
U.S.C §§1391 and 1400(b). 

BIRST CAUSE OF ACTION 

INFRINGEMENT OF UNITED STATES PATENT NO. 5,344.658 

— ■^.^^^^— -III I iM II' ■ — ^—M ■i —m ii i^^i^— ^ M ^—— .— ■— ■ ^■■ii'i. M iiii r t m _ i i..i«Mi^iii » 

r 

S. On September 6, 1 ?94, United States Patent No, 5,3U;65-8 ("the ' 658 patent") 
entitled "PROCESS AKD COMPOSITION USING ONDANSETRON" was duly and .legally 
issued to David T- Collin, Since its issuance, Giaxo Group Limited has been the assignee and 
owner of the '^658 patent Stni^iKline Beecham Corporation is the exclusive licensee of the *658 
patent. A true and correct copy of the '658 patent Is attached to this Complaint as Exhibit A 

7. GlaxoStnithHine is the holder of approved New Drug Applications (hereinafter 
'"NDAs") under Section 505(b) of the Federal Food, Drug and Cosmetic Act (hereinafter the 
"Act"), 21 U-S-C, § 355(b), for ondansetron hydrochloride tablets covered by the ^658 patent 

8. On or about December 7, 2004, GlaxoSmifhKline received a written Notice of 
Patbnt Certificatiou from Apotex stating that Apotex has filed Abbreviated New Drug 
A$iplicatxon (hereinafter "ANDA") No. 77-306 seeking approval from the FDA'to market 
ondiansetron hydrochloride tablets pursuant to Section 5050) of ^^ Act^ 21 U.S,C, § 3550')* prior 

I -PR/1 28087 LI 9 
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to expiration of the '6SS patent, and alleging that the '658 patent is not iofringcd and/or that the 

patent is invalid. 

9. Pursuant to- 35 U.S.C, § 271(e)(2), Apotex's filing of this ANDA is an actual aot 

of in:fiingement. 

10, As such. Defendants Apotex have infringed the- '658 patent and such infringement 
will continue unless enjoined by this Court. 

PRAYER FOR RELIEF 

■ ■■■■^—^MMBII»lll «r- |l I i 

WHEREFOP£, plaintiffs pray for Judgment: 

L ' Finding that defendants have infringed United States Patent No, 5,344,658; 

2, Ordering that the effective date of any approval of defendants' application under 
Section 5O50') of the Federal Food, Drug and Cosmetic Act, 21 U,S,C§ 3S5Q), for ondansetron 
hydrochloride tablets and their use be not earlier than the expiration dates of United States 
PatOTts Nos, 5,344,658; 

3, Awarding plaintifiEs preliminary and final injunctions enjoining defendaxits and 
their officers, agents, servants, employees and privies from continued in&ingement of United 
States Patents Nos. 5,344,658; and 

4, Awarding plaintiffs their reasonable attorneys' fees; ikferest qM costs' of this 
action, and such other and further relief as thi s Cou rt n^ deem just and proper,^' 

Dated: January 14, 2005 Robert A. White, (RW-6063) 

■ ■ MORGAN, LEWIS & BOCKIUS, LLP ' 

502 Carnegie Center 
Princeton, NJ 0S540-6241 
(609) 919-6600 (Telephone} 
(609) 919-6639 (Facsimile) ' 

Attdraeys for Plaintiffs •• 
Glaxo Group Limited and 
SndthKline Beecham Corporation 

UPR/1280871.1 1 
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Of Counsel 

Dennis J. Mondolino 

Lisa Mr Ferri 

Richatd C, Pettus 

MORGAN, LEWIS & BOCKRJS, LLP 

lOl Park Avenue 

New Yoife, New York 10178^0060 

(212)309-6000 
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•US00S3446S8A 

United States Patent m m Patent Number: 5,344,658 

Collin [45] Uate of Patent Sep- 6, 1594 



[54] PROCESS AND COMPOSmON USING 
ONDANSETRON 

[■75] Inventor: David T. CoIKb, WarC Engl^^ 

[73] Assignee; Glflio Group rimltcda LoadOa, 
BEgland 

[21] Appl.No.i 5,73tf 

fZQ Filed; Jan- 19, 1593 

Efihted U^. Applicstioa D«i9 

[63] ContTRTtBfi^n ofScr. No. 75S,7^, Sep. 6, 1991, aban- 
Cl0itc4« w!u(?h- 1? H ccnrfmnnfiQn of SsT. No. 544,644, 

[30] Foretgn Applicttfioii.Piiodty I^ata 

Jtfiu 28, 1989 [^BJ UwtoJ Ean^dom „^..„_ 69l4aC>43 



[sq 



.ri4Jfu_a4*— lU'uiAAaB* ■>** 



: AtflKVU 

424/4S9; 424/484; 

424/4^' 424/4^5 

[5&J Field of Seardi «...- 424/484' 464,' 465, 4«9 



[51] iiita.s,« 

[52] U^CL^ 



Beference? Cited 
PUBLICATIONS 



Sddguda ct ai^ Chcaa, Pham. BuU„ 1^(12), 2495-2502, 

Pikaletal^ Chemical Abstracts, lOa;l44SS4x, 1984. 
ShifoEam et aL, Chemical Abstracts, 96;57633v, i9S2. 

Primary Sxowiz/ier— Paul R. Michl 
AttamEj/i Apmt, trfFifm — ^Bacoii & Thomas 



m 



ABsniAcr 



The iavencioa relates to a process for nrdudng the ciy5-< 
tdl ske of oadaiisetron hydxocblonde dOiydcdtt^ pro- 
ducftd fay ctyst^l^kation from $olveat to a dze wlilcli. is 
soitable fdr! effective di^liution in a tabitt bltiid, in 
jmctiotdar lOQf&-les5 that 250 pm. The ondansetron 
hydfOcMoride cjtihydniift is clewlvated by dryiflg at 
dcv%Ccd tcmpcuisLtUc'c dnd icduAcd Ot fitinOSphenc pic^ 
6PXC and is then j^chydi^tof- 

1.(} Pfllm$, No Dij^wiogfi 
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1 2 

dansetroa hydrochloride dikydrate caused scroin 
PROCESS AND COMPOSUEON USING btockage of coMse aad fine sweefis- Furthermore, si- 

ONDANSETRON though ondwisetron hydrochloride dihydrate of parti- 

cle 5KC <250 ^«n cMi be obtsiucd by passmg the su^ 

This application is a coaiinuadaQ of application Ser, S staoce through a 60 piesh sieve (as dfiscsibed, fof exsffl- 
No. 07/755J34 filed Sep, 6, 1991 now *b«4dQ(ied, pl^, iw UK Patent No. 215J821B), this method is not 
which is a continiiatioa of application Set. No- conunercially Viable. 
07/544,644, filed Jun. 27, 15'90, now abandoned. We have now found fi prcacess which rttJiwes the 

Tliis iflveotion reUtes to a process for rcdudng tfte crystal size of ondansetron hydrochloride dihydcate 
crysptfll size of ondaisetron liydtoohloriJe dihydrate- 10 produced by simple crystallisatLOtt feora solved (miofe 
More parficulariy the process involves desolvation and particulwly aqncous solvcat micturcs) to a rfzc which 35 
resolvafion. , ^ siUtable for effective <Jist«buSon of tie drag substance 

KjCdnctioti of tfystal mz& through wlvatiort ft^d jn^ the tablet falend. 
toolvation has been described previously, for instanoe '^^ the iuventjou, provides ft procesa for rcdudng 
for the compound gnsaofulvin (K. Sefciguchi et aL, 15 thecrystdglzeqfondaivsetronhydfpcftloridedihydratfi 
Chettu, Pharffiu- BulL, 1968^ 16, 2495-2502.)- Vanous obtained by Sanplc oryatallisatian fram solvent, more 
teduaques nw-y be aaploy&d to cSfeot desolvationsuch particulafly *n aqueous solvent mixtarc to aaize which 
asdtyingataneievatedtemperatureandimdervacuuffli j^ suitable for eSectrve difitribuiaon ia a taWet blend, 
diying at an eievated tensparatufe aad 3t atmospheric ^^jj^^^ comprises dcflolvatiiif the said dru;^ substance by 
pressure, drij-iag at ambkast tsmperature imda: a W^ 20 ^^^^ ^ ^ ^^ivmi tewipei^turs aud reduced or atmo- 
VBCuuai, fireeze-drying, or dcyia^ over a desicamL spi,eric pressure, and then iBhydtadng the ondanfletroa 
However, the predse conditions of desotvatioa consid- jjy^^aciiiofiije 60 formed- 

erably affect the efficiency of the reduction in eiystal it is passible by jaeansoftiiA process aooording. to ihc 

*^*^ ^ 4 « ^ « ^^x. ^^ wiveution to reduce (he crystal size of ondansetron hy- 

OiuJansetTon,theapprov^naMforlAW 25 drocMoride dihydcate to the extant that the entire dm^ 

ai:o-9-«wfcy^3^<?-7wtl^Hj4Bidazo^^ suhstsiwe conasw of partipk* of a sufficiently small size 

4H-<MbaMl-^on^ is a highly scicc^e and pot^tan- - j^ ^^ ^^^ ot^}aah typieally Sbout S0% by 
tagonist of 5-hydro3tytrypt™»e (5-m) f >;^3 ^^j^^ ^^ j^^ jj^^j^ ^^ j t^ ^^ a^^ homogeneous 
recaptots. OndbimeLron, to^^f^ wxth ^^^^^f ' ^ distribution of the dnig i^t^^hi the tablet Wend. 
caUy^^^fe fi^jmd «^^^ 30 p^^^iy^^^^^troniiydrochloridedihyd^te 

"^F^,^ 5"^^ ^ ^^' ^^^?!^^-r^ r^„H <»^tained by crystallisation U desolvated by htatuifi ^ ^ 
usadrnthetrcataentofavaneiyofcwndtfions,^^^ temperature heater then 40' C (e-g. 50* C-) and at 

&«^-rb-^^r^^ 3S JWTWS, Aiteniatively, the <tndansetron hydrochlonde 

^^?KS foK-^^^^^ dihydruteobtnmedbycry^^^onn.^^ 

danaetronhydrodilondedihydwtefflaybflpttseixtftdk ^^/'^'^''^^^J,''^'^^^^ m .. ... 

ava:ietyo?gStio..0^ofwhich^^.t^lctsfor _ .J^f^JJ!^^' ^^^^ 



Old admkistiadon, ^en pard<mlariy suitable nnit 40 ^^ f^^^^^ ayst^on « desolvatcd by h 

ate 5 lae and 10 n^g^ ,?«= dcsolWion prooes, may be oamed out with or 

In the tablet manufacturinfl.pmcefis, ODdansatron wi^out ma:hanical agrtanqiL ., .^ ^ ^ ^ 

hyLSdorMedlhydrateisTSiwith^tableercipi. The resultant ondana^ajiyd^ 

X md the blead is ttwn compressed into tablets 45 ^q^ ^^ ^J^ lehydr^ted, for example, by piacmg 
^« alow ^ of drag Bubstsno^ it m a humidlfie^ atmosphere of. for a^pte, air or 

ouitedforcaample^SmgofDndansecronhydirodilQride PfXio&et^ at wibtent tfflttpei^atttre. R^ydation will 
dbiydrateinatabletof llsmsoomppsssion wei^^ the . generally be contmued untd there is no further ^mi m 
distdbudoaofth© drug substance in the blend is criticai Tvcight ... ,, 

in Qbbdmng iadivt4ual t&blecs with tfac correct drug 50 Arjcordwig to another aspect, djemv^Uoa pra^^ 
oofltent, Uadform tog distribution in the tablet blend ctystdfiuc cwidanseton hydnDChiondc dehydrate cha^ 
wy he achieved Tmug drug substance of appropriate t^ctedsed k that m% of the crystals have a aze of less 
particle aize. Howler, the ondansetron hydrochloride ^i^ 250/tm and at least 80^ by wetght of the orysl^ 
dihydrate obtajned by nwthods described in the art. le, hAve a crystal size of less than ^ fHU (as measured by 
that obtamed by sunple cryBtallisafion fom an aqueous 55 a^JT-jet sfeve analysis)^ ' ^ 

solveut mirturc with subsequent drying st ambient tern- Accordinjg to a yet fhrthfir aspect, the mveanon pro- 

pcratorc and pressmre contains particles which are too Vidcs a pharmacetttiCBl compositioa m the fom of tab- 
Wc 0-c- >25Q fim) to fiivo att homogeneous ^iistdbU' lets cpntawing wyemG^ padMisctroii iiy<iTOcWcndo 
tiott of the drug substance in the tablet blend. Indeed if ' dihydrate as active mgrcdient charactensed m that 
crystalline ondansetron hydrochloride dihydrate pro- 60 100% of the ondansetron hydrochloride dihydrate orys- 
duced by such ccmvcutional me&ods were u5ed in tab- tab have a size less than 250 /tm and at least 80% by 
let manufeCrture, the tablets so produced would not wei^of the crystals have a cry^ftal size ofless than 63 
posscw an arocptfliblc drug content which, for a 5 mg f«n (as measured by air-jet sieve analysis). GeneraUy 
tablet, is 5 mg±0,25 mg of ondansetron hydrodiloride tJie coittposition wW QOntm. at Ie«t one physiologi- 
dihydratc ^ cally acceptable carrier or cxcipiftnt. 

Attempts to mill crystals of ondansetron hydroohio- The mventlon is iUustjatecJ by the foUowwg exam- 
ride dihydr?ite to re4ut?« th^ particle size have proved pJes. Temperatures are in 'C Crystal si^e was mea- 
uBSuccessful, for example^ comminutiion milling of on- sured by air-jet sieve analyas. 
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EXAMPLE 1 

lA3,9-T<i;tr833ydro-9-methyl-34(2-mfi£hy3-lH-imi^^ 

l-yya3e:thyl]-4H-cartiazol^U)ne hydrochloride 
ditydrate wherem the crystals ?ut: less t^ian 250 /im 

A eolation of 1 A3.5-tetcaIiydio-9-metIiyl^^[(2-T»eii- 

yi-lg4iddezoI-l-yOmcithylHSH2arbajaal-4<iiK5 (147 g) HXAMPLE 3 

iiiarmsflLCflofi3opropHnol(^70iao)iWatwC250int)imd ,. ., , 

g!acifll:acctic add C?« mt) at ca, 60' W3S olariSed by lo l,2,3,9Tetrahydix»'9'mfi^yi-3-tC2-methyl4H^ii3ud3^^^ 

fflfaation and diluted with more water (^1 pit) and ho- ^yl)methyl]4|^caI:lJazol-4^3ne hydrochloride 

prapanol (650 mt). Tiie soluiioit WM Wtated at 70' widi dcbydfate wh^^c&n the crystals arc less than 250 ^m 

36?&w/w hydracMorioacid {46iflt) and cooled to ca. l^S^S-Tetrahydxo-^-rnetfty^HC^ipetHyl-Il^^ 

5\ tlie tcsuJtm^ suspension wis Hltei^ and ^e ffltered imidto3l-l-yI)rais2i5^]-4H-carbBZ)Ol*4-onc hydrocMo- 

safid was washed by disptacemcnt witb isopropanol l^ ridcdihydtatcobtdnedbyctystalHsatfoafcoms-soll^ 



(600 nu) to ©ivc a fidlveiit wet solid (26? g). A portion of 
tins solid (91 g) was ddcdatca, 50" &ad 200 totxtotc&. 
I6ii tn gi^e a solid (55 s}' 

A portidn Of the dried solid (2^ g) WftS placed in a 
* cuixctit cf humidified air &t asobi^it tcmperauirs Uiitu 
ih^tc W9JS no fiirthsr gain in weight and (he titio coin* 
pouad (2? s) WftS obtained- 

Faidclfr Siz». Distribution of Tltk; Oampaimd 



was dried at 52" and 100 toir for 24 h and then rehy- 
diatcd to give tkt title coaxpoiwd, 
Pardcle Size Distribution of Title Compound 
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EXAMPLE? 

lA3,S'-Tettahydro-9-methy|-3-[(2-methyl-lH-imidazQl- 

l-yl)fflfidi54J-4H-carbflzol-4-ofle hydtocWonde 
dihydrats wherein lie crystals are Ie5$ ttoi 250 ^m 

Tlic previous prcpaiSidon ivas repeated except that 40 
, after collecaon by filtration the solid was dried at ambi^ • 
ent tempecature and" pressure to give large crystals 
(>45^ by weight of crystals higcft Htm 250 /im) of 

l-yI)m5ShyIHH-carbazol-4-0Bfi hydfodOoride dihy- ^^ 

Partiofc Size Distribution of "Large -Crystals" 



EXAMPLE 4 

i^.9-TctrahydI[^9-I^c^^Qr^^3-{C2-Incrfl^l-lH-l^ 
I-yI}iiieihyq4HK:arbazal-4-one hydrochloride 
dihydxate whci^^i the cc^jrst^ are less than 90 ;ua 

IA3,^Tetr»ltyd3C»-^tt»i^yl-3-[(2-mrf^^ 
35 iin]d2cud-l-yI}n2ethyI]-4H-cad)azDl-4K3ne- hydrOchlo- 
cidfi caihydJc?i«i obtained "By wysitdl^^ 
-was dried at 4^ and 100 ton for 24 h and dien rehy- 
drated to ^ve the tslle coaipomid. 
PMtxclle Sise Diatribution ofntje Compoimd 
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A sample of this solid (26.9 g) W3S' drifid at ambient 
pressure and 100* for ca. :17 h durinjg -wlaidi period the 
weight of the sample was redact to 24.3 ^ 'tbSf sample 
vm then expo&ed to :»mbteat tempciaCUfes and humid]- ^5 
des nntn itl^ re.gM4ied its origind weiebt to a^rd the 
title: compoimdr 
Particle SiZt Distribution of Htle Compouad 



1, A process for reducing the crystel size of oodansc-' 
ixop. |jyds:ocWoride diiiydme produced by c^ystallisa- 

30 tion from solvent, in which ^dd "ondansetron hydib' 
chloride dSiydraie is desolvated by drying at elevated 
temperature and teduOed Or atmospheric pressure and is 
then rehydcated, wheran the resulting crystals are suit- 
aa?k for homogeneoM distributioq in ?. tsbJct bjtwd, and 

55 wherem 100% of the resulting crystals have a size of 
less .th^ 25Q ^ ^d at least about Z0% by weight of 
the crystals have a size Of less than 63 p;ax. 

3. A process according to daim J, in which said on- 
dansetron hydrochloride dihydrate is prepared by Orys- 

60 tallisatign fromaij aqueous solvent miiture, 

3, A process acoordias to cMm % in whicli said on- 
dansetron hydrochloride dihydrate is desolvatcd by 
hearing at a lempfiratm'e greater than 40' C. and at 
rcdticcd pressure for more than 8 how^- 

4- A process according to claim 3, in wWob md on- 
dansetroa hydfiflohloiide dihydrats is desolvated by 
heataie at a temperature of about 50* C at a prwsyrc of 
about 100 fcirr for about 24 hours. 
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5,544,658 



5. A process according to dishn. 1 is whicb said on- 
daxisetron hydpc>cblonde dihydmte is desplvatai hy 
hfiatmg at a tempei:atu«> of 50" C or above at ambient 
pressure, 

€, A process ACcjording to claim 5, in 'wUdh said ton-' 
pezstore is about 100* C 

7. A process acconEng to claiau 1, in wbich said on- 
dansetron hydfochloiide dihydrate is tehydrst^ in t 
humidilied atmospJiere at ambient tefflpfirature. 

B. Ciyst8liine ondansetron hydiDchloiidc dihydrate 
in which !00% of the orysptals have a she of less than 



10 



250 AGl and at least about Z0% by weigiit of the crystals 
have a aze of Ims thnn 63 ;tm- 

S. A p hfirmn cauticial cotaposidon in the form of tab- 
lets coatainSn^ ciystalHne ondansetEoa Ixydrochloridc 
dihydrate as active ingredient in -whicli 100^ of smd 
ondansetron hydrocSildride dihydmte crystals have a 
aw less than 250 >im and at least about S0% by weight 
of said constate Iw-ve $. «dzo less than 63 /xhl 

10. A phannacentical cempodtiQA &:0Otding to claim 
9, in wHch each tablet has a nominal cx)nteiit of active 
ingrts^isnt which is 5. mg ar 10 m& 

ik df: dtt * * 
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BEATTIE PADOVANO, LLC 

50 Chestnut Ridge Road 

P.O. Box 244 

Montvale,NJ 07645 

(201)573-1810 

Jolui R. Holsinger (JH0281) 

jholsinger@beattielaw.com 

Vanessa R. Elliott (VE4752) 

ve]liott(Sibeattielaw.com 

David L.Blanlc(DBl 671) 

dblank@beattielaw. com 



And 



RAICOCZY MOLINO MAZZOCHI SIWIK LLP 

6 West Hubbard Street, Suite 500 

Cliicago, IL 60610 

William A. Rakoczy, Esq. {Pro Hac Vice Pending) 

wrakoczy@minislegaLcom 

Christine J. Siwik, Esq. {Pro Hac Hce Pending) 

csiwik@miraslegaLcom 

Jane J, Jaang, Esq. {Pro Hac Vice Pending) 

jj aang@nmnslegaLcom 

Attorneys for Defendant Apotex, Inc. 



IN THE UNITED STATES DISTRICT COURT 
FOR THE DISTRICT OF NEW JERSEY 



GLAKO GROUP LIMITED and 
SMITHKLINE BEECHAM CORPORATION, 

Plaintiffs, 

vs. 

APOTEX, INC., 

Defendant. 



Civil Action No. 05-307 (JLL) 
f Document Electronically Filed ) 



ANSWER, AFFIRMATIVE DEFENSES, COUNTERCLAIM, 
AND DEMAND FOR JURY TRIAL 

Defendant, Apotex Inc. ( "Apotex"), for its Answer, Affirmative Defenses, Counterclaim, 

and Demand for Jury Trial to the Complaint of Plaintiff Glaxo Group Ltd. and SmitliKline 



Case 1 :06-cv-01 890-RMC Document 1 2-3 Filed 1 1 /1 7/2006 Page 24 of 46 



Beecham Corporation (collectively, "Plaintiffs'O^ in which all averments not expressly admitted 
are denied, states as follows: 

JURISDICTION AND PARTIES 

1. This is a civil action for patent infringement arising under the patent laws of the 
United States, 35 U.S.C. §§ 271 et seq. and 21 U.S.C. § 355. 

RESPONSE : Apotex admits only that this action purports to be one for alleged patent 
infringement, and denies the remaining averments of Paragraph 1. 

2. Plaintiff Glaxo Group Limited is an English corporation having a registered office 
at Glaxo Wellcome House, Berkeley Avenue, Greenford, Middlesex, UB6 ONN, Middlesex, 
England 

RESPONSE : Apotex lacks knowledge or information sufficient to form a belief as to the truth 
of the averments of Paragraph 2 and denies those averments on that basis, 

3. Plaintiff SmithKIine Beecham Corporation is a Pennsylvania corporation having a 
principal place of business at One Franklin Plaza, Philadelphia, Pennsylvania 19102. Plaintiffs 
Glaxo Group Limited and SmithKIine Beecham Corporation shall hereinafter be referred to 
jointly as "GlaxoSmithKline." 

RESPONSE : Apotex lacks knowledge or information sufficient to form a belief as to the truth 
of tiie averments of Paragraph 3 and denies those averments on that basis. 

4. Defendant Apotex Inc. ("Apotex") is a privately held Canadian corporation 
having its principal place of business at 150 Signet Drive, Toronto, Ontario, Canada M9L 1T9. 
Novex Phamia is a division of Apotex, Inc. having its principal place of business at 380 Elgin 
Hills Road East, Richmond Hill, Ontario, Canada L4C 5H2. Upon information and belief, 
Apotex Inc. conducts continuous and systematic business activities within the State of New 
Jersey, and, alternatively, intends to market and sell tlie accused drug product in the State of New 
Jersey. 

RESPONSE : Apotex admits the averments in the first sentence of Paragraph 4. Apotex denies 
the remaining averments of Paragraph 4, 

5. This Court has jurisdiction pursuant to the patent laws of the United States, Title 
35 U-S.C. and 28 U.S.C. §§ 1331 and 1338(a). Venue is proper in tliis district pursuant to 28 
U.S.C. §§ 1391 and 1400(b). 
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RESPONSE : Apotex admits the averments in the first sentence of Paragraph 5. Apotex further 
admits that venue is proper in this District. Apotex denies tlie remaining averments of Paragraph 

6. On September 6, 1994, United States Patent No. 5,344,658 ("the '658 patenf) 
entitled "PROCESS AND COMPOSITION USING ONDANSETRON" was duly and legally 
issued to David T. Collin- Since its issuance, Glaxo Group Limited has been the assignee and 
owner of the '658 patent. SmithKIine Beecham Corporation is the exclusive licensee of the '658 
patent, A true and correct copy of the *658 patent is attached to this Complaint as Exhibit A. 

RESPONSE : A.potex admJts only that U.S. Patent No= 5,344^658 ("the '658 patent"), entitled 
"PROCESS AND COMPOSITION USING ONDANSETRON," issued on September 6, 1994; 
that on its face the '658 patent names David T. Collin as inventor and Glaxo Group Limited as 
assignee; and that what appears to be a copy of the '658 patent is attached to the Complaint. 
Apotex denies that the '658 patent "was duly and legally issued " Apotex lacks knowledge or 
information sufEcient to form a belief as to the truth of the remaining averments of Paragraph 6 
and denies those averments on that basis. 

FIRST CAUSE OF ACTION 

INFRINGEMENT OF UNITED STATES PATENT NO, 5.344.658 

7. GlaxoSmithKline is the holder of approved New Drug Applications (hereinafter 
"NDAs") under Section 505(b) of the Federal Food, Drug and Cosmetic Act (hereinafter the 
"Act"), 21 U,S,C. § 355(b), for ondansetron hydrochloride tablets covered by the '658 patent. ■ 

RESPONSE : Apotex lacks knowledge or information sufficient to form a belief as to the truth 
of the avemients of Paragraph 7 and on that basis denies those averments. 

8. On or about December 7, 2004, GlaxoSmithKline received a written Notice of 
Patent Certification from Apotex stating that Apotex has filed Abbreviated New Drug 
Application (hereinafter "ANDA") No, 77-306 seeking approval from the FDA to market 
ondansetron hydrochloride tablets pursuant to Section 505(j) of the Act, 21 U.S.C. § 3550), prio^ 
to expiration of the '658 patent, aiid alleging that the '658 patent is not infringed and/or that the 
patent is invahd. 

RESPONSE : Apotex admits only that, pursuant to 21 U.S.C. § 355G)(2)(B)(i) and (ii), Apotex 
sent a notice of certification to Plaintiffs, dated November 29, 2004, stating, inter alia, that 
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Apotex submitted ANDA No. 77-306 for Ondansetron Hydrochloride Tablets 4 mg and 8 mg, 
and that Apotex's ANDA contains a "paragraph IV certification," pursuant to 21 U.S.C. § 355 
0")(2)(A)(vii)(IVX stating that Apotex's proposed tablets will not infringe the '658 patent and/or 
that such patent is invalid. Apotex lacks Icnowledge or information sufficient to form a belief as 
to the truth of the remaining averments of Paragraph 8 and on that basis denies those averments. 

9. Pursuant to 35 U.S.C. § 271(e)(2), Apotex's filing of this ANDA is an actual act 
of infringement 

RESPONSE : Apotex denies the averments of Paragraph 9, 

10. As such, Defendants [sic] Apotex have inJBringed the '658 patent and such 
.infringement will continue unless enjoined by this Court. 

RESPONSE : Apotex denies the averments of Paragraph 10. 

PRAYER FOR RELIEF 

WHEREFORE, plaintiffs pray for judgment: 

L Finding that defendants have infringed United States Patent No. 5,344,658; 

2. Ordering that the effective date of any approval of defendants' [sic] application 
under Section 5050') of the Federal Food, Drug and Cosmetic Act, 21 U.S.C. § 3550), for 
ondansetron hydrochloride tablets and their use be not earlier than the expiration dates of United 
States Patents Nos. [sic] 5,344,658; ■ . 

3. Awarding plaintiffs preliminary and final injunctions enjoining defendants [sic] 
and their officers, agents, servants, employees, and privies from continued infringement of 
United States Patents Nos. [sic] 5,344,658; and 

4. Awarding plaintiffs their reasonable attorneys' fees, interests and costs of this 
action, and such other and further relief as this Court may deem just and proper. 

RESPONSE : Apotex denies that Plaintiffs are entitled to the relief requested or to any 

relief whatsoever, and prays for judgment in its favor dismissing this action with prejudice and 

awarding Apotex its reasonable attorneys' fees pursuant to 35 U.S.C. § 285, interest, and costs of 

this action, and such other and further relief as this Court may deem just and proper. 
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AFFIRMATIVE DEFENSES 

Without prejudice to the denials set forth in its Answer, without admitting any averments 
of the Complaint not otherwise admitted, and without undertaking any of the burdens imposed 
by law on the Plaintiffs, the Defendant, Apotex Inc. ("Apotex"). avers and asserts the following 
Affirmative Defenses to the Complaint: 

First Affirmative Defense 

The manufacture, sals, offer for sale, use, or importation of A.potex's Ondansetron 
Hydrochloride Tablets, that are the subject of ANDA No. 77-306, will not infringe (either 
literally or under the doctrine of equivalents), directly or indirectly (either by inducement or 
contributorily), any valid or enforceable claim of United States Patent No. 5,344,658 ("the '658 

patent"). 

Second Affirmative Defense 

The claims of the '658 patent are invalid for failure to satisfy one or more of the 

conditions for patentability under 35 U.S.C."§ 1 ei seq, * 

s|: * * 

Apotex reserves the right to amend this pleading to assert additional affirmative defenses 
in accordance with the Federal Rules of Civil Procedure and the Local Civil Rules of this Court. 

COUNTERCLAIM 

Defendant/Counterclaim-Plaintiff, Apotex Inc. ("Apotex"), for its Counterclaim against 
Plaintiffs/Counterclaim-Defendants Glaxo Group Ltd. ("Glaxo"), and SmithKline Beecham 
Corporation ("SmithlCline"; collectively, "Plaintiffs" or "Counterclaim-Defendants") alleges as 
follows: 
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The Parties 

1. Counterclaim-Plaintiff Apotex Inc. is a corporation organized and existing under 
the laws of Canada and having places of business at 150 Signet Drive^ Weston, Ontario, Canada 
M9L 1T9, and 50 Steinway Boulevard, Etobicoke, Ontario, Canada M9W 6Y3. Apotex Inc. 
develops and manufactures generic drugs. 

2. Apotex has submitted Abbreviated Nev^ Drug Application ("ANDA") No. 77- 
306, to the U.S. Food and Drug Administration seeking approval to market Ondansetron 
Hydrochloride Tablets 4 mg and 8 mg* 

3. Upon information and belief, Glaxo is a company organized and existing under 
the law of England, having an office and place of business at Glaxo Wellcome House, Berkeley 
Avenue, Greenford, Middlesex, UB6 ONN, United Kingdom. 

4. Upon information and belief, SmitliKline is a Pennsylvania corporation having a 
principal place of business at One Franklin Plaza, Philadelphia, Pennsylvania 19102. 

Jurisdiction and Venue 

5. This Counterclaim arises under, inter alia, the Patent Laws of the United States, 
35 U.S.C. § 1 etseq., and the Declaratory Judgment Act, 28 U,S.C. §§ 2201 and 2202. 

6. This Court has subject matter jurisdiction over this Counterclaim pursuant to 28 

US.C. § 1338. 

7. This Court has personal jurisdiction over Counterclaim-Defendants by virtue of 
those parties having submitted to and invoked the jurisdiction of this Court by filing the 
Complaint against Apotex. 
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S, Upon information and belief, tliis Court also has personal jurisdiction over 
Counterclaim-Defendants because they conduct substantial business in this District, and by 
virtue of their regular and systematic contact with this District. 

9. Venue is proper in this District under 28 U.S.C. § 1391. 

The Patent-In-Suit 

10. On or about January 19, 1993, the U.S. Patent and Trademark Office issued U.S. 

jraiSut iSO, D,3^'^',0jo I Lu6 0-jo patent jy eniltlSu. a a.v\_/L-'X-<uuj j-uNi-' v^>w/xvjjr\»/i_jj.ilL/i'l L/ujLi:^vj 

ONDANSETRON." 

11. Glaxo purports and claims to be the ov^ner of the '658 patent by assigiunent 

12. SmithKline purports and claims to be the exclusive licensee of the '658 patent* ■ 

13. On or about January 19, 2005, Counterclaim-Defendants sued Apotex in this 

District alleging infringement of the ^658 patent under 35 U.S.C. § 271 (e)(2)(A). 

First Cause Of Action 
(Non-Infringement Of Tlie '658 Patent) 

14. Apotex repeats, realleges, and incorporates by reference paragraphs 1 through 13 
as though set forth fully herein. 

15. There is an actual, substantial, and continuing justiciable case and controversy 
between Apotex and Counterclaim-Defendants regarding noninfringement of the '658 patent. 

1 6. The manufacture, sale, offer for sale, use, or importation of Apotex's Ondansetron 
Hydrochloride Tablets, that are the subject of ANDA No. 77-306, will not infringe (either 
literally or under the doctrine of equivalents), directly or indirectly (either by inducement or 
contributorily), any valid or enforceable claim of the '658 patent. 

17. Apotex is entitled to a judicial declaration that the manufacture, sale, offer for 
sale, use, or importation of Apotex's Ondansetron Hydrochloride Tablets, that are the subject of 
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ANDA No. 77-306, will not infiringe (either literally or under the doctrine of equivalents), 

directly or indirectly (either by inducement or contributorily), any valid or enforceable claim of 

the '658 patent. 

Second Cause Of Action 
(Invalidity Of The '658 Patent) 

18. Apotex repeats, realleges, and incorporates by reference paragraphs 1 through 17 
as though set forth fully herein. 

19. There is an actual, substantial, and continuing justiciable case and controversy 
between Apotex and Counterclaim-Defendants regarding the invalidity of the '658 patent. 

20. The claims of the '658 patent are invalid for failure to satisfy one or more of the 
conditions for patentability under 35 U.S.C. § 1 e/ seq. 

21. Apotex is entitled to a judicial declaration that the claims of the '658 patent are 
iiivalid for failiire to satisfy one or more of the conditions for patentability under 35 U,S,C. § 1 et 
seq, 

WHEREFORE, Apotex respectfully prays for judgment in its favor and against 
Counterclaim-Defendants: 

(a) Declaring that the manufacture, sale, offer for sale, use, or importation of 
Apotex' s Ondansetron Hydrochloride Tablets, that are the subject of 
ANDA No. 77-306, does not and v/ill not infringe (either literally or under 
the doctrine of equivalents), directly or indirectly (either by inducement or 
contributorily), any valid or enforceable claim of the '658 patent; and 

(b) Declaring that the claims of the *658 patent are invalid for failure to 
satisfy one or more of the conditions for patentability under 35 U.S.C, § 1 
etseq. 
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(c) Ordering that the Complaint be dismissed with prejudice and 
judgment entered in favor of Apotex; and 

(d) Awarding Apotex its reasonable attorneys' fees and costs of this 
Counterclaim under 35 U.S.C. § 285; and, 

(e) Awarding Apotex such other and fiirther relief as the Court may 
deem just and proper. 

The Defendant/CountercIaini-PIaintiffj Apotex Inc*, hereby demands a trial by jury of all 
issues so triable on its Counterclaim, Affinnative Defenses, and Plaintiffs' Complaint. 

BEATTIE PADOVANO, LLC 

Attorneys for Defendant Apotex Inc. 

s/ Vanessa R> Elhott rVE4752^ 
Dated: March 22, 2005 

CERTIFICATION PURSUANT TO L.R> 11.2 

I certify that to my knowledge the matter in controversy is not the subject of any other 
action pending in any court, or of any pending arbitration or administrative proceeding. 

BEATTIE PADOVANO, LLC 

Attorneys for Defendant Apotex Inc. 



s/ Vanessa R. Elliott fVE4752) 



Dated: March 22, 2005 
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MORGAN, LEWIS & BOCKIUS, LLP 
(A Pennsylvania Limittd Liability Partnership) 

502 Carnegie Center 
Princeton, New Jersey 0S540 
(609) 919-6600 
By: Robert A. White (RW-6063) 

MORGAN, LEWIS & BOCKIUS, LLP 

101 Park Avenue 

New York, NY 10178-0060 

(212) 309-6000 

By: Dennis J. Mondolino 

Lisa M. Fern 

Richard C. Pettus 
Attorneys for Plaintiffs and Counterdefendants Glaxo 
Group Limited & SmithKIine Beecham Corporation 



UNITED STATES DISTRICT COURT 
DISTRICT OF NEW JERSEY 



GLAXO GROUP LIMITED, and 
SMITHKLINE BEECHAM CORPORATION 



Plaintiffs, 



V, 



APOTEX, INC, 



Defendant. 



Civil Action No. 05-307 (JLL) 

Honorable Jose L. Linares, U.S.DJ. 
Honorable Ronald J. Hedges, U.S.M. J. 

REPLY TO ANSWER AND 
COUNTERCLAIMS 



Plaintiffs and CounteMefendants GLAXO GROUP LIMITED and SMITHKLINE 
BEECHAM CORP, (collectively "GSK") hereby respond to the allegations of the 
Answer and Counterclaims filed on or about March 22, 2005 by Defendant Apotex, Inc. 
(referred to hereinafter as "Defendant" or "Apotex") in like-numbered paragraphs, as 
follows; 
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REPLY TO COUNTERCLAIMS 

THE PARTIES 

1. Upon informatioji a^iid belief, GSK admits the allegations of Paragraph 1 "with 
respeot to the place of business aM50 Signet Drive. GSK lacks sufficient knowledge or 
infonnation to admit or deny the allegations of Paragraph 1 and therefore denies the 
allegations. 

2. Upon information and belief, GSK admits the allegations of Paragraph 2. 

3. GSK admits the allegations of Paragraph 3. 

4. GSK admits the allegations of Paragraph 4. 

JURISDICTION AND VENUE 

5. GSK admits the allegations Of Paragraph 5. 

6. GSK admits the allegations of Paragraph 6. 

7- GSK admits that it i? subject to this Court's jurisdiction for tlws itxatter. 

8. GSK admits the allegations of Paragrq>h 8 

9. GSK admits the allegations of Paragraph 9 

THE PATENT-IN-SUrr 

10. GSK denies this paragraph, but admits that on or about September 6, 1994, the 

United States Patent and Trademark Office duly and legally issued United States Patent 
No. 5,344,658 (^he '658 patent'). 
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1 1 . GSK admits that Glaxo Group Limited is the owner of the *658 patent by 
assignment. 

12. GSK admits that SmithKline Beecham Corporation is the exclusive licensee of 
the '658 patent- 

13. GSK admits the allegations of Paragraph 13, 

FIRST CAUSE OF ACTION 
(Non-Infringement of the '658 Patent) 

14. In reply to Paragraph 14^, GSK repeats Paragraphs 1-13 of this Reply as if set 

forth fully herein. 

15. GSK admits the allegations of Paragraph 15 regarding the infringement of the 
*658 patent 

16. GSK denies the allegations of Paragraph 16, 

17. GSK denies the allegations of Paragraph 17. 

SECOND CAUSE OF ACTION 
(Invalidity of the '658 Patent) 

18. In reply to Paragraph 18, GSK repeats Paragraphs 1 - 17 of this Reply as if set 

forth fully herein, 

19. GSK admits the allegations of Paragraph 19. 

20. GSK denies the allegations of Paragraph 20. 

21. GSK denies the allegations of Paragraph 2L 
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CONCLUSION 

WHEREFORE, GS K requests judgment as follows : 

A, Granting all of the relief requested in the Complaint; 

B, Dismissing Apotex' Couniterclaims with prejudice; and 

C, Awarding GSK such other md further relief as the Court may deem just and 
proper. 

Dated: April 11,2005 



MORGAN, LEWIS & BOCKIUS, LLP 
AttomeYS forKamtiffs 




vwy ^^> 




Robert A, White (RW-6063) 



OF COUNSEL: 

Deimis J. Mondqlino 

Lisa M. Fern 

MORGAN, LEWIS & BOCKIUS, LLP 

101 Park Avenue 

Ne\v York, New York 10178-0600 

(212)309-6000 
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I hereby certify that the following REPLY TO DEPI^ND ANTS' ANSWER and 

COUNTERCLAIMS was caused to be served this 1 1^^ day of March, 2005, upon the 

following: 

Que Copy - Via E-Mail A Federal Express 

Vanesisa R. Elliott 

Beattie Padovano, LLC 
50 Chestnut Ridge Road 
Montvab, NJ 07645 



Dated April 11, 2005 



1-NY/1B90OW.1 




Robert A, White 
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COYElSAm' NOT TO SUE 

and 

STIPULATION OFNON-OtNKEaNGEMENT 

OFUA FATENT NO. 5^44,fiS$ 

Tbh coYonBQt and stipia&Iioii ("Agrefiiriefin ^ mtule tod tQcc^n 6s of May jS, 2O05 
by GIbxo QcQixp Liirutcd a£td SmithKline Beeobam Corpocitlon, oa bt^Hlf of fbemselves, their 

A|»tflx, be, its parent, snbsidiatieflf ftSfiHtes. nccessors and assigns (collecfivety *'ApotAx"). 

"WHHREAS, CHaxg Gitn^ limited U &e owns by esslgnmeat wd SmiihKHne Btiedham 
Corporation is the cxcludvfl licensee of U-S* PatentND. 5^44,658 C*tfw *658 patcaf % cntiHed 
"PiDcees ftod DunposltioA Using Oodimsdion," rda£ia£ to phsmuceutical cozuposhicms 
contaizting ondaasetrOQ attdpntcesses ibrpr^ariiis those composltloiis; and 

VfBBSEJS, GisxoSOiftLKistiff is the bolder of recoxd of HDA 20-10} fbr ttk&iketmg 
oodautlroti hydrochlomie tablets, 4 inSi 6 mg and 24 mg; and 

"WHEREAS, ApotcK sutoitted AMDA >fo. T?-305 to Ihc FDA on Scptemher SO. 2004, 
se^kg x^pnovsl to niacket oodaasetion bydcochloude tablets, 4 mg end 8 mg\ aad 

•WHERBAS, Apotex filed a ccctificatiQa h ANDA No. 77-306 pittsiumt to 21 U.S.a 
S 355(jX2XAXviO(IV) -wifii te^wt to Ihe *6Si paieut f^e Pmgn^ IV ccrtifiwtlcKO "ad 
BATo GlasoSmithEBiQ Kodce of the "Sobs^ IV oordficfttioo, alon^ with a statement of the 
fet*iia wd lejpd bajTO of the PeiBgnqih IV wrtifiOB^ 

WHHKEAS, GloxoSmHhKimo filed a cIyQ ecdoo, captioned Ohm Group Limited and 
SmithKline Seecham Corpomkm v, Aptitex, Inc., Case No, 2:O5-CV-OC0O7 (D^X), on Jomiary 
14, 2005, aU%iii£ ihsd the product described in Apotcnc's ANDA No. 77-305 inmcges &o '^58 
paceol; and 
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WHEREAS, Apotfix filed en Answer, AffinnatiVB Defenseis, Ccmatcrclaim and Demand 
for iMxy Tiial to PIanili£&* Complaim on March 22, 2005, Bcekmg a declaratory Jud|?ncnt of 
nozL-infiingexaent snd iuvaltdily of Cho '65B patent; and 

^;VHER£AS, GlucoSmitUKJino fildd a ^jsply to ^lotex's Councsiclslsu mt Apnl II, 
2005, seeHog tba relief reqauted in GlaXDSmitfa[0&e^& Complmm and dkoiLs&al of Ajiofox'^ 
Cauatacl&im'Witii prejudice, xod 

"WHEItBAS, oa Kovcdber 29, 2O04, la. respcmso to GlBXoSzmi!biK3he'B xtqucc^ ApoteX, 
through ita nttamvys, provided to OlRZoSmithKlinD'fi attorocjv a copy of ANDA Kb. 77-306 e5 
submitted to Qiq FDA on September 30^ 2004 sod bota-smziyied APO/OND 000001-002130 
Click's A^A'D cm s conHdcirtlal "oulods ftttcuneo^ oycs only htsls; and 

"WHEIOSAS, fiam revW of Ehis documenuHioii, GlaxoSmL&Klino mnntalns tiiiat there is 
130 jtfAtsX jttstidtihle coottoveny betweaa the parties, sa fb& Ottdan^ctron hydrochlmi^ i^ots 
that an the mdlgect of and descnbed is Apotex'B AKDA Ko. 77-306 do tjctt sifiinge^ and if 
imported, tmou&ptured, used, nid or o£fend for sale in the Xldted Slates woold not infiingei 
any claim of the *65Z patent; 

NOW, THBREFORH, in consaderadon of the covenants and promises set fbrthhepdn, 
GEaxoSndtbKliiie and ^tcDc Bsres as ibUows: 

1, GlaxoSmlttilCIbie and Apotex consentto entiy of a Sii^mlation of X}l8mis?al,ln 
tho roan anaohddherctOr rf?vmiw;ing vddiprejudice ih6 parties^ res|)cctive clato raid 
coutKeiolalmsi of the abovMcfeienoed action. 

X Gl8xoSiaithKIuio-w{Um}tsne Apotox, as defined herein, orlt£ distiibmocs or 
postomers ^ in&:nij;cment of ti» '658 patent baxed on the ixnportztion, manuf^cmrev vs% fialo or 
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o£er for sale of ondansetron bydrochlondc tsbleUihat ere the stibjoot of end descdbed in 
Apotm^s ANDA M defined abovCr 

3. A^iex agrees ihil ifwill cot aedc ti declar&tezy judgment declanng cUlizu of the 
*6SB patasnt to bft iavalid unless GlaxoSmitbKlme asserts a. claim agdofit Apotex &>rftUegedly 
intrmgrng oqo of moie clauiu of ths 'G58 pateotf In which case Apotex retanxs the ri^btto assert 
any and aU iuvalf dity dajEensci and olaxms it has 'With urspect to the '6S8 patent, oa well as its 
right to raiap this Afiteement as a defansa fa re^nsp to aiy ciifsh infiingemoirt action by 
GlaxoStmtbKllne. 

4. NotiiiiigintfaffiAgreefflfint^iBU1>ecoiistniedKsaIiesnseQfaQykthdTiiidcrOT 
any QlfixoSiidC^lincpatcnte or odiar&nos of intellectaal proper^ 

the '^53 patent. 

5* This Agregmeat flcteads only to A|)0tex as dcfigadhenent and ig tint tr «wfe rft>»lff, 

6* IlifieovcnzaitnattotUAcocpjssedkpanign^2bscoznesrBHdi9on(0^ 
EOcecudoD of this A;pmnent and Cu) ^^ necution and fiHog of &o Stipulstioa orDkniasal 
ptttBUBnttoFodc7SlRnleofCiviIFrocedut«4l itiBched}li&rt»o. 

7. Baohpart^s^iallhe&titaowafittoatsys' ices, coats and Q^cnses. 

8. Tbifi Agrefimaatinaylse execmedh muldplo comueipajts. 

9t This eonstitutcE tho entireaiulonlyagrfieDieathetweea^epazties colatixig; to tba 
subject Toatter haxoC 




Vice President^ US Intellectihil 

TiQe; frfljTcrty 
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ViceFresidcnif US Intellectual 
Tide Prnpftity . 




Tide: dZ^yj^rn^f^ 



Case 1 :06-cv-01 890-RMC Document 1 2-3 Filed 1 1 /1 7/2006 Page 43 of 46 



Exhibit E 



Case 1 :06-cv-01 890-RMC Document 1 2-3 Filed 1 1 /1 7/2006 
Case 2:05-cv-00307-JLL-RJH Document 24 Filed 05/25/2005 
Case 2:05-cv-00307-JLL-RJH Document 23 Filed 05/18/2005 



Page 1 
Page 



44 



of 3 




MORGAN, LEWIS & BOCKIUS, LLP 

502 Camegic Center 

Princeton, NJ 08540-6241 

(609)919-6600 

Robert A. White (RW-6063) 

rwhite@morEanIewjs.com 



AND 



MORGAN, LEWIS & BOCKIUS, LLP 

101 Park Avenue 

>Tew York,Ny 10178-0060 

(212)309-6000 

Dennis J. Mondolino 

dmondoIino@morganlewis.com 

Lisa M. Ferri 

lfeni@morganlewis.com 



UNITED STATES DISTRICT COURT 
DISTRICT OF NEW JERSEY 



GLAXO GROUP LIMITED, and 
SMITHKLINE BEECHAM CORPORATION 



Plaintiffs, 



V- 



APOTEX, INC., 



Defendant, 



Civil Action No. 05-307 (JLL) 

Honorable Jose L. Linares, U.S.DJ. 
Honorable Ronald J. Hedges, U.S.MJ, 



STIPULATION OF DISMISSAL PURSUANT TO FED,R>CIV.P, 41 

Pursuant to the parties' Covenant Not to Sue and Stipulation of Non-infringement (the 
"Agreement"), incorporated by reference herein, the parties, by tiieir undersigned attorneys, 



stipulate and agree to the dismissal of this action with prejudice^ as follows: 



Case 1 :0Bnev-01 




I!^^l!-Ij°H "^AWr^is ^^i 




meW 



WHEREAS, pursuant to the Agreement, Plaintiffs Glaxo Group Limited and 
SmithKline Beecham Corporation (collectively "GlaxoSmithKline") stipulate and agree that the 
ondansetron hydrochloride tablets that are the subject of and described in Apotcx Inc.'s ANDA 
No. 77-306 do not infringe, and if imported, manufactured, used, sold or offered for sale in the 
United States would not infringe* any claim of GlaxoSmithKIine's U,S, Patent No. 5,344,658 
("the *658 patent"); and 

WHEREAS, GlaxoSmithKline has represented that it will not sue Apotex for 
infringement of the *658 patent based on the importation, manufacture, use, sale or offer for sale 
of ondansetron hydrochloride tablets that are the subject of and described in ANDA No. 77-306; 



and 



WHEREAS, Apotex agrees that it will not seek a declaratory judgment declaring 



claims of the *658 patent to be invalid unless GlaxoSmithKline asserts a claim against Apotex 
for allegedly infringing one or more claims of the '658 patent, in which case Apotex retams the 
right to assert any and all invalidity defenses and claims it has with respect to the '658 patent, as 
well as its right to raise this Agreement as a defense in response to any such mfiingement action 
by GlaxoSmithKline; 

THEREFORE, based on the referenced Agreement, the parties, by their 
undersigned attorneys, hereby stipulate and agree to the dismissal of the parties' respective 
claims and counterclaims with prejudice. Each party shall bear its own costs, expenses and 



attorneys' fees. 
Dated: May /f, 2005 



Dated; May ti, 2005 




Robert A. White (RW-6063) 
MORGAN, LEWIS & BOCKIUS, LLP 




rohn hfofsinger (JH-02^1) 
Vanessa R. Elliott (VE-4752) 




ORDfiR 
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(A Pennsylvania Limited Liability 

Partnership) 

502 Carnegie Center 

Princeton, New Jersey 08540 

(609)919-6600 

Dennis J, Mondolino 

Lisa M. Ferri 

MORGAN, LEWIS & BOCKIUS, LLP 

101 Park Avenue 

New York, NY 10178-0060 

(212)309-6000 

Attorneys for Plaintiffs and 

Counterdefendants 

Glaxo Group Limited & SmithKHne 

Beecham Corporation 



David L. Blank (DB-1671) 
BEATTIE PADOVANO LLC 
50 Chestnut RJdge Road 
Montvale, NJ 07645 
(201)799-2120 ■ 

William A. Rakoczy 
Christine J, Siwik 
Jane J, Jaang 

RAKOCZY MOLING MAZZOCHI SIWIK LLP 
6 West Hubbard Street 
Chicago, XL 60610 

Attorneys for Defendant and Counter-Plaintiff 
Apotex Inc. 
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AVMCHI 
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6 West Hubbard Street 
Suite 500 
Chicago, IL 60610 

wvi^'. r mmsiegal . com 

312-527-2157 main phone 
312-527-4205 main fax 
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Christine J. Siwik 

312.222.6304 Direct Phone 
3 12.222.6324 Dii-ect Fax 
csiwik@nninslegaLcom 

William A. Rakoczy 

312.222.6301 Direct Phone 
312.222.6321 Direct Fax 
wrakoczy@rininslegaLcom 



August 29, 2006 



VIA ELECTRONIC TRANSMISSION 
AND OVERNIGHT DELIVERY 

Gary Bueliler 

Director, Office of Generic Drugs 

Center for Drug Evaluation and Research 

Food and Drug Administration 

7500 Standish Place 

Rockville, MD 20855 



PRIVILEGED AND CONFIDENTIAL 

ANDA COMMUNICATION, ANDA NO. 77-306 



Re: 



Dear Mr. Buehler: 



Apotex Inc's ANDA No. 77-306 for Ondansetron Hydrochloride 
Tablets 4 mg and 8 mg 



By letter dated August 31, 2005, we requested tliat the Agency confirm tliat: 

(1) Apotex will, subject to all other substantive requirements for approval, receive final approval 
of its ondansetron ANDA upon expiration of U.S. Patent No. 4,753,789 ("the '789 patent"); 

(2) Apotex's final approval will not be delayed by any unexpired period of 180-day exclusivity 
associated with U.S. Patent No. 5,344,658 ("the '658 patenf); and (3) any 180-day exclusivity 
associated with the '658 patent was triggered by the May 25, 2005 Order dismissing Glaxo 
Group Limited's and SmitliKline Beecham Corporation's (collectively, "GSK") patent 
infringement action against Apotex Inc. We have not heard from the Agency in response to our 
request. If we do not receive a satisfactory response by September 14, 2006, Apotex will have 
no choice but to consider immediate judicial action in order to protect its right to timely launch 
its ondansetron products. 

As explained in our original correspondence, of the four patents originally 
submitted by GSK in connection with its Zofran® (ondaiasetron hydrochloride) Tablets, only two 
ai-e relevant here: (1) the '789 patent, to which Apotex submitted a paragraph III certification 
and which prevents FDA from granting Apotex's ANDA final appr(gaimiliJ.pate3^ 
on June 24, 2006 (with pediatric exclusivity to December 24, 2006);^ii^ptne ^to patent, to 

AUG 3 2006 

OGD/CDER 
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Gary Bueliler 

Director, Office of Generic Drugs 

Center for Drug Evaluation and Researcli 

Food and Drug Administration 

August 29, 2006 

Page 2 



PRIVILEGED AND CONFIDENTIAL 
ANDA COMMUNICATION, ANDANO. 77-306 



wliich Apotex submitted a paragraph IV certification. Because GSK's patent infringement 
litigation against Apotex over the '658 patent has been dismissed based upon an express 
concession by GSK of non-infringement, any remaining 180-day exclusivity for the '658 patent 
that could potentially delay the approval of Apotex's ondansetron ANDA has been triggered and 
expired. Thus, we again request that FDA confima that Apotex's ANDA will receive fmal 
approval upon expiration of the '789 patent 

On April 11, 2006, FDA issued an admuaistrative decision in coimection with 
exclusivity relating to tlie drug pravastatin/ In this ruling, FDA stated that it will not look to the 
preclusive effect that a ruling might have when deciding whether an order is sufficient to trigger 
the 180-day exclusivity period pursuant to 21 U.S.C. § 355(j)(5)(B)(iv)(II). In the words of the 
D.C. Circuit: "the agency will never look beyond the face of a court order to ascertain whether it 
qualified as a triggermg court decision." Apotex, Inc. v. FDA, 449 F.3d 1249, 1250 (D.C. Cir. 
2006). Rather, the Agency will only look to the face of the order to see if it expressly states tlaat 
the patent at issue is invalid, . unenforceable, and/or not infringed. (See April 11, 2006 
Pravastatin Exclusivity Rulmg at 2, Ex. A hereto). Even xmder tliis unduly restrictive view of the 
coiHt decision trigger, the May 25, 2005 order in Glaxo Group Ltd. v. Apotex Inc. qualifies as a 
triggering court decision. 

The Glaxo-Apotex patent litigation did not start as a declaratory judgment action 
by an ANDA applicant against the patentee. Instead, GSK sued Apotex for patent infringement 
witliin 45 days of receiving Apotex's notice letter on tlie '658 patent. During the course of that 
litigation, GSK concluded that Apotex's ANDA products would not infringe the '658 patent. 
After being apprised of GSK's position, the parties entered into a Covenant Not to Sue and 
Stipulation of Non-Infringement. (Ex. D to Apotex's 8/31/05 Submission). On May 24, 2005, 
the district court presiding over GSK's infringement case signed a dismissal order expressly 
acknowledging that Apotex's ANDA products do not infringe tlie '658 patent. That dismissal 
order provides, in pertinent part: 

Pursuant to the parties' Covenant Not to Sue and Stipulation of Non- 
infringement (the "Agreement"), incorporated by reference herein, the paities, 
by their midersigned attorneys, stipulate and agree to the dismissal of this action 
with prejudice, as follows: 



' As the Agency is aware, Apotex vigorously disputes the legality of FDA's April 11, 2006 adinmistrative ruling, 
which unlawfully restricts what types of orders are sufficient to trigger the start of the 180-day exclusivity period 
under 35 U.S.C. § 355G)(5)(B)(iv)(II). For present pui-poses, however, Apotex will apply that decision to the facts 
of the exclusivity situation surrounding ondansetron tablets. Even under the Agency's April 11, 2006 rulmg, any 
exclusivity attaching to the '658 patent has been triggered and has expired. 
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.WHEREAS, pursuant to the Agreement, Plaintiffs Glaxo Group Limited and 
SmitliBCline Beecham Corporation (collectively "GlaxoSmitliKline") stipulate and 
agree that the ondansetron hydrocliloride tablets that are the subject of and 
described in Apotex Inc/s ANDA No. 77-306 do not infringe, and if unported, 
manufactured, used, sold or offered for sale in the United States would not 
infringe, any claim of GlaxoSmithKline's U.S. Patent No. 5,344,658 C'the '658 
patent"); and 

WHEREAS, GlaxoSmithKline has represented that it will not sue Apotex for 
infringement of the '658 patent based on tlie importation, manufacture, use, sale 
or offer for sale of ondansetron hydrochloride tablets that are the subject of and 

described in ANDA No. 77-306; 



* 



* 



* 



THEREFORE based on the referenced Agreement, the parties, by their 
undersigned attorneys, hereby stipulate and agree to the dismissal of the plies' 
respective claims and counterclaims with prejudice. 

(Ex. E to Apotex's 8/31/05 Submission (emphasis added)). The district court entered tlie order 
on May 25, 2005. The Order became a final decision from wliich no appeal has been, or can be, 
taken on June 24, 2005, at tlae latest. On June 1, 2005, in accordance with 21 C.F.R. 
§ 314.107(e), Apotex submitted a copy of this decision to OGD. 

Thus, even if FDA does notliing but look at the face of this order, any exclusivity 
with respect to the '658 patent has been triggered. The Order states on its face, inter alia, that 
GSK "stipulate[s] and agree[s] tliat the ondansetron hydrochloride tablets that are the subject of 
and described in Apotex Inc's ANDA No. 77-306 do not infringe, and if imported, 
manufactured, used, sold or offered for sale in the United States would not infringe, any claim 
of [the '658 patent] r (8/31/05 Letter, Ex. E). The Order fuither states that "[GSK] has 
represented that it will not sue Apotex for infringement of the '658 patent " {Id), 

Accordingly, Apotex again asks that FDA confmn tliat any exclusivity attaching 
to the '658 patent was triggered by the May 25, 2005 order in Glaxo v. Apotex and that such 
exclusivity has now expired. Any other resuh would run contrary to the Agency's April 11, 
2006 administrative decision, thus constituting arbitrary, capricious, and unlawful agency action. 



* 



* 



Given the upcoming expiration of the '789 patent, if we do not. receive a 
satisfactory response from the Agency by September 14, 2006, Apotex will have no choice but to 
consider immediate judicial action ha order to protect its right to timely launch its ondanseti-on 
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products. Apotex obviously would prefer to avoid any litigation over tliis issue, particularly 
given the clear language of the judicial order at issue. 

Please do not hesitate to contact us should you request any additional information. 
We look forward to tlie Agency's response. 



Very truly yours. 



RAKO 




OLINOMAZZOCHI SIWIK LLP 



Enclosures 
cc(vza e-mail): 



William A. Rakoczy 



Elizabetli Dickinson, Office of Chief Counsel 
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DEPARTMENT OF HEALTH &. HUMAN SERVICES Public Health Service 



AND A 76-341 1°"^ 'f ^^^^ ;^fL"]'"'^^^''°" 

RockviHe MD 20857 

APRll^ODB 

ApotexCorp. 

•U.S. Agent for Apotex Inc. , 

Attention; Tammy Mclntire • 

2400 North Cominerce Parkway, Suite 400 

Weston, FL 33326 

Sent Via Facsimile and U.S. Mail " ' _ 

Dear Ms. Mclntire: 

This letter is prompted by the March 16, 2006, opinion of the District of 
Columbia Circuit Court of Appeals, Teva Pharmaceuticals USA, Inc. v. FDA, Nos. 05- 
5401 & 05-5460, 2006 U.S. App. LEXIS 6384 (D.C. Cir. Mar. 16, 2006) {''TevallFl 
"We are amending our response to the letter submitted by Apotex Inc. on September 7, 
2004. Apotex sought a deterniination that a-dismissalof a declaratory judgment action 
brought by Apotex against Bristol-Myers Squibb Company ("Bristol"), Apotex Inc, v. 
Bristol-Myers Squibb Co., No. 04-2922 (Jul. 23, 2004 stipulation and order), constituted a 
"court decision trigger" beginning the 1 80-day period of marketing exclusivity for the 
first abbreviated new drug application ("AND A") applicant-to make a "paragraph IV" 
certification challenging a patent for Pravastatin Sodium Tablets 10 mg., 20 mg., 40 mg., 
and 80 mg. ("pravastatin"). FDA previously determined in a letter dated June 28, 2005, 
that the dismissal constituted a court decision trigger, based on an interpretation of the 
court decision trigger provision, Section 505Q)(5)(B)(iv)(II) of the Federal Food, Drug, 
and Cosmetic Act ("FDCA" or the "Act") (21 U.S,C, § 355G)(5)(B)(iv)(n)), that the 
agency believed itself compelled to apply as a result of two decisions of the D.C: Circuit: 
Teva Pharm., USA, Inc. v. FDA, 182 F.3d 1003 (D.C. Cir. 1999) CTevaF) and Teva 
Pharm,, USA, Inc. v. FDA, No. 99-5287, 2000 U,S. App. LEXIS 38,667 (D.C. Cir. Nov. 
15, 2000) CTeva ir). Specifically, FDA believed that TevalwA //required the agency 
to treat a dismissal of a declaratory judgment action for Jack of jurisdiction as a court 
decision trigger if the patentee is estopped from enforcing its patent against the 
declaratory plaintiff 

Teva Phaimaceuticals USA, Inc. challenged FDA's June 28, 2005 decision in 
district court. Teva Pharms, USA, Inc. v. FDA, 398 F. Supp. 2d 176 (D.D.C. 2005). On 
appeal, the Teva III oourt vacated the judgment of the district court with instructions to 
vacate the FDA's decision and remand to the agency for further proceedings. The court 
held that FDA's decision was arbitrary and capricious because '*[t]he FDA mistakenly 
thought itself bound by our decisions in Teva I and Teva IIT Teva III, 2006 U.S. App. 
LEXIS 6384, at *12. In the court's view, the Tevalssid Teva //decisions had been 
decided purely on .procedural grounds and "left the final decision" of statutory 
interpretation to FDA, Id. at *9. . 



Case 1:06-cv-01890-RMC Document 12-4 Filed 11/17/2006 Page 8 of 21 



FDA has therefore undertaken to interpret the statute in light of the Teva III 
court's direction **'to bring its experience and expertise to bear in light of competing 
interests at stake' and make a reasonable policy choice." Id, at *]3 (quoting PDK Labs., 
Inc. V. DEA, 362 F.3d 786, 797-98 (D.C. Cir. 2004)). As explained in greater detail 
below, FDA interprets the language of the court decision trigger provision, "the date of a 
decision of a court . . . holding the patent which is the subject of the certification to be 
invalid or not infringed," to require a court decision with an actual "holding" on the 
merits that the patent is invalid, not infringed, or unenforceable. The holding must be 
evidenced by language on the face of the court's decision showing that the determination 
of invalidity, noninfringement, or unenforceability has 'been made by the court. FDA's 
experience in making court decision trigger determinations bears out the difficulty in 
implementing a broader, estoppel-based standard that requires the agency to evaluate 
whether the patentee is estopped from suing for infringement. FDA's "holding-on-the- 
merits" interpretation adheres closely to the language of the statute, and will provide a 
bright line that is more easily administrable by FDA and that will enable industi^ to make 
appropriate business planning decisions. 

Applying FDA's interpretation to the facts of this case, FDA has determined that 
the July 23, 2004, Apptex-Bristol dismissal does not constitute a court decision trigger of 
, 180-day exclusivity for pravastatin because there is no language on the face of the 
dismissal evidencing that the court held on the merits that any of the subject patents were 
invalid,. not infringed, or unenforceable. 

L Statutory and Procedural Background 

A. 1 80-Day Exclusivity and the Court Decision Trigger 

Under section 5050)(2)(A)(vii), ANDA applicants must make one of four 
certifications (commonly referred to by the four sub-paragraphs of section 
5O50')(2)(A)(viL) establishing them) to certain patents, claiming the drug or a use of the 
drugforwhichtheAKDA applicant is seeking approval. The certifications are: a • 
"paragraph 1" certification that patent information has not been filed; a "paragraph 11" 
certification that the patent has expired; a "paragraph III" certification of the date the 
patent will expire; or a "paragraph IV" certification that the patent is invalid, not 
infringed, or not enforceable. 21 C.F.R. § 314.94(a)(12)(i)(A). 

A paragraph I or 11 certification indicates that the applicant believes that the 
patent does not bar immediate approval of the ANDA. A paragraph III certification 
indicates that the applicant is not challenging the validity or applicability of the patent 
and that the applicant is seeking ANDA approval only after the patent expires. A 
paragraph IV certification indicates that the ANDA apph'cant disputes the applicability or 
validity of that patent. 

An ANDA applicant making a paragraph IV certification must provide notice to 
the new drug application (NDA) holder and patent owner stating that the ANDA has been 
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filed and describing why the patent is invalid, will not be infringed, or is unenforceable. 
21 U.S.C. § 355(j)(2)(B); 21 C.F.R. § 3l4.94(a)(12Xi)(A). This notice provides theNDA 
holder and patent owner the opportunity to bring suit for patent infringement prior to 
FDA's granting marketing approval for the AND A appHcant's product. In certain cases, 
if the NDA holder or patent owner sues the AND A applicant for patent infringement 
within 45 day of receipt of the notice, FDA rnust stay approval of the AJNDA for 30 
months (21 U.S.C. § 3550')(5)(B)(iii)). The FDCA provides that an ANDA applicant 
cannot bring an action for declaratory judgment unless this 45-day period has expired, 
neither the NDA "holder nor the patent owner has sued the AMDA applicant for patent 
infringement before the expiration of that period, and, as applicable, the ANDA applicant 
has offered these parties confidential access to its application for the purpose of 
determining whether to bringapatent infringement suit. 21 U.S.C. § 3550")(5)(CXi) 
(2005). 

Section 505(j)(5)(B)(iv) of the Act governs FDA's 180-day exclusivity 
determinations. The statute provides 180 days of marketing exclusivity as an additional 
incentive and reward to the first ANDA applicant to expose itself to the risk of being sued 
for infringing a patent that is the subject of the paragraph IV certification. It does so by 
delaying approval of subsequent AND As containing later paragraph IV challenges to the 
patent until the expiration of 180 days after a triggering event. The applicable version of 
the statute reads as follows: 

If the application contains a certification described in subclause TV of paragraph 
0'X2)(A)(vii) and is for a drug for which a previous application has been 
submitted under this subsection [containing]^ such a certification, the application 
shall be made effective not earlier than one hundred and eighty days after - 

(I) the date the Secretary receives notice from the applicant under 
the previous application of first commercial marketing of the 
drug under the previous application, or 

(II) the date of a decision of a court in an action described in clause 
(ii) holding the patent which is the subject of the certification 
to be invalid or not infringed, 

whichever is earlier. . 

21 U.S.C. § 355G)(5)(B)(iv) (2002).^ Under this provision, either of two events can 



Courts reviewing the statute have commented thai the word "continuing" reflects a typographicai error 
and should be ''conmining." See, e.g., Purepac Pharm, Co, v. Friedman, 162 F.3d 1201, 1203 n.3 (D.C. 
Cix. 1998); A^ova Pharm. Corp. v. Shalala, 140 F.3d 1060, 1064 n.3 (D.C. Cir. 1998). 

^ Congress amended 21 U.S.C. § 355(j) in lale 2003. SeeTht Access to Affordable Pharmaceuticals 
provisions ofthe Medicare Prescription Drug, Improvement, and Modernization Act of 2003, Pub. L. No. 
108-173, 117 Stat. 2066 (Dec. 8, 2003) (*'MMA"). The majority of the amendments pertaining to 180-day 
exclusivity do not apply to the exclusivity determinations for the pravastatin AND As because the earliest 
ANDA containing a paragraph IV certification was submitted before the December 8, 2003, enactment date 
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trigger the start of the exclusivity period: (1) the commercia] marketing of the drug 
product as set forth in subparagraph (I); or (2) an applicable court decision as set forth in 
subparagraph (II). Subparagraph (11) is corrinionly referred to as the "court decision 
trigger." 

By reguiatioHj FDA has Jong interpreted the court decision trigger to be satisfied 
not only by a decision of a court holding the patent invalid or not infringed, but also by a 
decision holding the patent unenforceable. 21 C.F.R. § 314.107(c)(5)(ii). In the 
preamble to the 1994 final ruJe implementing the Drug Price Competition and Patent 
Term Restoration Act of 1 984 ('*Hatch-Waxman Amendments" to the FDCA), the agency 
explained that references in section 505 to patent invalidity and noniniringement should 
be interpreted to embrace unenforceability so as to be consistent with "Congress' obvious 
intent in allowing patent challenges under section 505," and to avoid absurd results. 59 
Fed. Reg, at 50,339 (citing Merck v. Danbur)} Pharmacal, Inc, 694 F. Supp. ] (D. Del. 
I988),aj7'rf, 873F.2d 1418 (Fed. Cir. 1989)). 

B. The Teva Cases 

In the Teva cases, FDA was asked to determine whether the dismissal of a 
declaratory judgment action for lack of subject matter jurisdiction in a patent case 
between Teva and Syntex constituted a court decision trigger of exclusivity for Apotex 
(then Torpharm) for the 'drug ticlopidine. Teva /, 182 F."3d at 1006-07. FDA determined 
that the Teva-Syntex dismissal was not a ^'decision of a court" or a '^holding," as required 
by the statute. Id. On appeal, the D.G. Circuit concluded that FDA's determination that 
there had been no court decision trigger was arbitrary and capricious. Jd, at 1007-10. 
The court remanded to the agency for an explanation of, inter alia^ why FDA did not 
recognize that a dismissal based on representations that estopped the patentee from suing 
for infringement constituted a court decision trigger. Id. 

' On remand, FDA attempted to explain its decision, but the district court, Judge 
Kollar-KoteJiy, rejected the agency's explanation, Teva Pharms, USdylnc. v. FDA, No, 
99-67, 1999 U.S. Dist. LEXIS 14,575 at;»'22-23 (Aug. 19, 1999) CThe FDA is bound by 
the Court of Appeals' determination that the purpose of the court decision trigger is to 
ensure that the patent-holder is estopped from suing the ANDA applioant."). The D.C. 
Circuit affinned the district court's decision in an unpublished decision stating that *'for 
the reasons cited ... in Teva land by the District Court, the judgment of the agency fails 
for want of reasoned decision-making." Teva 11, 2000 U.S. App. LEXIS 38,667, at *6. 
Following the Teva //decision, FDA has believed that it was bound to apply an estoppel- 
based standard when making court decision trigger determinations, and initially applied 
this standard with respect to the pravastatin products at issue here. 



of the MMA. See id. § 1 102(b)(1). The MMA does, however, apply to the court decision trigger 
determination at issue insofar as it defines a "decision of a court" as a final judgment fronn which no 
appeal can be or has been taken. See MMA § 1102(b)(3) (defining "decision of a court" for drugs for 
which a paragraph IV certification was filed before enactment of the MMA and for which there has been no 
triggerijig court decision as of the date of enactment, December 8, 2003). 
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C'. FDA's June 28, 2005 Decision . 

Bristol is the holder of an approved NDA 19-898 for pravastatin sodium tablets, 
which it markets under the brand-name Pravaohol. Pravachol is approved for the primary 
arid secondary prevention of coronary events and for treating hyperlipidemia. Bristol 
listed four relevant patents in the Orange Book with respect to -its drug: U.S. Patent Nos. 
4,346,227 ("the 727 patent"); 5,030,447 ("the '447 patent"); 5,180,589 ("the ^589 
patent"); and 5,622,985 ("the '985 patent"). Several ANDA applicants, including Apotex 
and Teva, have submitted ANDAs containing paragraph IV certifications to the '447, 
*589, and '985 patents. The '227 patent and its pediatric exclusivity expires on April 20, 
2006. ^ Any applicant that has submitted a paragraph III certification to the '227 patent is 
thus precluded from markpting the drug at least until that date. 

Apotex notified Bristol of its paragraph IV certifications to the '447, '589, and 
'985 patents, but Bristol declined to sue Apotex for infringement. Apotex then sued 
Bristol in the United States District Court for the Southern District of New York (Apotex 
Inc V, Bristol-Myers Squibb Co, (No. 04 CV2922)) for declaratory judgment of non- 
infringement and/or invalidity of those patents. The case was dismissed by a stipulation 
and order issued on July 23, 2004. 

The order recited that Bristol had "repeatedly represented and assured Apotex 
that, notwithstanding any disagreement on the scope or inteiJDretation of the claims of the 
'447, '985, and '589 patents, it had no intention to bring suit against Apotex for 
infringement." Apotex stipulated to dismissa] of the case for lack of subject matter 
jurisdiction based on those "pre-CompIaint representations." Both parties signed the 
stipulation and order, which the court endorsed as "so ordered." 

By letter dated September 7, 2004, Apotex requested a determination from FDA 
that the July 23, 2004 stipulated order dismissing Apotex's declaratory judgment action 
constituted a "decision of a court" under section 505(j)(5)(B)(iv)(II) that triggered any 
180-day exclusivity for pravastatin. In view of the Teva cases, FDA believed itself 
obliged to apply an estoppel-based standard in determining whether the July 23, 2004 
order qualified as a court decision trigger. In its June 28, 2005 decision, the agency 
determined that Bristors assurances to Apotex that it would not sue for infringement 
estopped Bristol from suing Apotex for infringement. Thus, under the estoppel-based 
standard FDA beheved Teva /mandated, FDA found that the dismissal quahfied as a 
court decision under section 5O50')(5)(B)(iv)(II), triggering the running of 180-day 
exclusivity for the '447, '589, and '985 patents. 



•' pediatric exclusivity is intended as an incentive to sponsors t:o conduct and submit Lo FDA sUidies 
requested by the agency on the use of drugs in pediatric populations. It is a six-moath ex.clusivity that 
atiaches to any listed patent or exclusivity for the drug studied. 2 1 U.S.C. § 355a. 
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D. Tevalll 

On July 26, 2005, Teva sued FDA, arguing that FDA's June 28, 2005 decision 
was based on the agency's erroneous belief that Teva I and Teva //required the agency to 
apply an estoppel-based standard. Alternatively, Teva argued that even if the Teva 
decisions did impose an estoppel-based standard for the court decision trigger, Bristol's 
assurances to Apotex were insufficient to effect a complete estoppel. Teva additionally 
argued that the dismissal had been made effective not by the court but by the parties 
under Federal Rule of Civil Procedure 41(a)(l)(ii), and as such lacked sufficient judicial 
involvement to constitute a "decision" or a "holding'* of the court. 

The district court agreed with Teva that the dismissal had been made effective 
under Rule 41(a)(l)(ii) and lacked sufficient "judicial imprimatur" to constitute a court 
decision trigger of iSO-day exclusivity. Teva Pharms. USA, Inc, v. FDA, 398 F. Supp. 2d 
176, 190 (D.D.C. 2005) (Bates, J.). The court stated, however, thatBristoFs statements 
to Apotex were sufficient to preclude Bristol from suing for infringement, concluding 
that "[tjhis case thus embodies the peculiar circumstance in which the words of [Bristol] 
are preclusive, but they are not part of a 'decision' or 'holding* within the meaning of the 
Hatch-Waxman Act." /c/.at 192 n.6. The district court did not reach the question of 
whether Teva /and Teva //had established a substantive rule binding upon FDA,- 

On appeal, the D.C. Circuit determined that "[t]he FDA mistakenly thought itself 
bound by our'decision in Teva I and Teva JI'' and held that "[t]his euor renders [the 
agency's] decision arbitrary and capricious." Teva III, 2006 U.S. App. LEXIS 6384, at ■ 
*12". The court explained that it had never established a requirement to apply the estoppel 
standard as an interpretation of the court decision trigger. Id, at *8~10. Rather, Teva III 
held that Teva /had simply found FDA's reasoning inadequate for the reasons discussed 
in that decision. Jd. at *9; see also section II.A., infra, Concluding that 'TDA still has 
not answered the questions put to it by the Teva /court," id. at ■* 13 n.5p the court vacated 
the district court's judgment and directed the district court to remand to the agency to 
interpret the court decision trigger provision in view of the agency's own expertise and 
appropriate policy considerations. Id, at*13. 

II. FDA's Interpretation of the Court Decision Trigger Provision 

In accordance with the Teva ///court's determination that FDA is not bound to 
apply the estoppel-based standard discussed in Teva I, FDA has brought its experience to 
bear and now makes an independent interpretation of the statute. FDA has determined 
that it is most appropriate to interpret the statute consistently with its plain language. 
Thus, the agency is interpreting the court decision trigger provision to require a decision 
of a court that on its face evidences a holding on the merits that apatent is invalid, no.t 
infringed, or unenforceable. This interpretation follows most readily from the statutory 
language and FDA's long-standing regulation including unenforceability as a separate 
basis for a court decision trigger. 21 U.S.C. § 3550')(5)(B)(iv)(II) ("the date of a decision 
of a court . , . holding the patent which is the subject of the certification to be invahd or 
not infringed") (emphasis added); ^^e a/^s-o 21 C.F.R. § 314.107(c)(l)(ii) ("The date of a 
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decision of the court holding the relevant patent invalid, unenforceable, or not 
infringed.'") (emphases added)/ 

A "holding" is generally defined to mean ''[a] court's determination of a matter of 
law pivotal to its decision; a principle drawn from such a decision." Black's Law 
Dictionary at 737 (7th ed. 1999), The statute's express requirement of a "holding" that 
the patent is "invalid" or "not infringed" indicates that the court must resolve the issues 
of invalidity, noninfringement, and unenforceability (pursuant to FDA's regulation) on 
the merits. See id. at 1003 (defining "merits" as referring to "[t]he elements or grounds 
of a claim or defense; the substantive considerations to be taken into account in deciding 
a case, as opposed to extraneous or technical points, esp. of procedure"). Under the 
agency's interpretation, in the court decision trigger context, the holding must be 
evidenced by a statement on the face of the court's decision demonstrating that the court 
has made a detennination on the merits of patent invalidity, noninfringement, or 
unenforceability. 

A. FDA's Response to Teva I 

In reaching this interpretation, FDA is mindful of the Teva /court's criticism of 
the agency's original position, as well as the Teva ///court's view that FDA has never 
adequately addressed that criticism. FDA addresses the specific issues raised in Teva I 
below, 

1. • FDA's Interpretation is Consistent with the Purpose of the Statute 
and Will Promote Industry Certainty and Administrative 
Workability 

FDA acknowledges the Teva /court's discussion of broader definitions of 
"decision" and "holding" as potentially including dismissals with preclusLve effect. Teva 
/, 182 F.3d at 1008. However, the Teva III oourt has determined that Teva I's discussion 
is not binding upon the agency. Teva III, 2006 U.S. App. LEXIS 6384, at *12. 

Teva /further suggested that estoppel was a relevant consideration for the court 
decision trigger because a different view would allow the patent holder to manipulate the 
system and delay generic competition by stating that it would not enforce its patent. Teva 
/, 1 82 F.3d at 1009. That result, in the court's view, would be contrary to the purpose of 
the statute. Id, FDA does not believe, however, that a narrower, textually-based 
approach is contrary to the purpose of the statute. The court decision trigger provision 
expressly requires a decision of a court holding in favor of the ANDA applicant. The 



" The D.C. Circuil has found that the court decision trigger provision is ambiguous. See Teva A, 182 F.3d 
al 1007-08 (notiing that the terms "holding" and ''decision" are subject to interpretation); see also Teva///, 
2006 U.S. App. LEXIS 6384 at *1.2 (assuniing, in accordance with Teva /, that the statute is ambiguous). 
To the extent that (here is ambiguity in any of the terms, such as "decision," "holding," *'Jnvalid," "not 
infringed," and [by reguJation] "unenforceable/' FDA's interpretation is permissible and hews more cJosely 
to the language of the statute than the estoppel-based approach that the agency beheved was compelled by 
Teva I and Teva 11 . 



1 
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agency's "holding-on-the-merits" standard may provide a more limited trigger than an 
estoppel-based standard, but it is Congress itself that chose to impose the requirements of 
a "decision of a court" and a "holding." The estoppel-based standard, by contrast, has the 
anomalous result of substituting the agency's subsequent determination of preclusive 
effect for a court's holding on the merits. 

Elsewhere, the D.C. Circuit has recognized that the exclusivity provision reflects 
a Congressional balancing of competing policy goals, See Teva Pharmaceutical Indus, v. 
FDA, 41 R3d 5], 54 (D.C. Cir. 2005). "Because the balance struck .... is 
quintessentially a matter for legislative judgment," the interpretation should "attend 
closely to the terms in which Congress expressed that judgment." Id. FDA believes that 
it is appropriate to apply the most facially supportable interpretation of the statutory 
language to. give effect to Congress's purpose for the court decision trigger provision, and 
that nothing less than a court decision with a holding on the merits of the patent claims 
should qualify as a court decision trigger. The estoppel-based approach, by contrast, 
renders the terms "decision," "holding," and "invalid or not infringed" superfluous, in 
contravention of accepted canons of statutory construction. See, e.g, Bailey v. United 
States, 516 U.S. 137, 146 (1995) (superseded by statute on other grounds) ("We assume 
that Congress used [the] terms because it intended each term to have a particular, 
nonsuperfluous meaning."). Indeed, prQ-Teval, the D.C Circuit suggested that a proper 
interpretation of the court decision trigger should give substantive effect to the terms that 
Congress chose. See Purepac Pharm, Co, v. Friedman, 162 F.3d 1201, 1205 n.6 (D.C. 
Cir. 1998) ("Suppose farther that a first applicant is sued but that the suit does not result 
in a judicial decision finding the patent not infringed or invalid, so that the judicial 
decision trigger in § 355(j)(5)(B)(iv) is not activated. This could happen if, for instance, 
the suit is dropped or settled."). 

Fiuther, the law on estoppel relevant in the court decision trigger context is not 
well developed. In fact, the Federal Circuit law to which the D.C. Circuit looked in Teva 
I to determine whether a particular representation has estoppel effect generally addresses 
whether there is sufficient reasonable apprehension of suit to support a declaratory 
judgment action, and not, as in the Teva /court's inquiry, whether the patentee is 
ultimately estopped from suing for infringement,^ In short, applying the estoppel 
standard articulated by the Teva I courl would often require FDA to resolve factually 
intensive questions with little guidance from the courts on how to apply the facts to the 
law. 

Estoppel can be raised in different contexts, and the agency foresees that an 
estoppel-based approach could require FDA to make determinations based on a host of 
factors regarding whether a patentee may be equitably estopped from suing a particular 
ANDA applicant. See, e.g., A,C, Aukerman Co. v. R,L Chaides Consir Co., 960F.2d 
1020, 1028 (Fed. Cir. 1992) (en banc) (noting factors relevant to equitable estoppel; 



^ See Teva /, J 82 F.3d at 1008-08 (citing Super Sack M/g, Corp. v. Chase Packaging Corp., 51 F.3d 105^, 
1059 (Fed. Cir. 1995); Spectronics Corp. v. H.B. Fuller Co., 940 F.2d 631, 636-38 (Fed. Cir. ]99i); and 
Find Research. S.A. v. BaroidUd., 341 F.3d 1479, 1483-84 (Fed. Cir, 1998)). 
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(1) misleading conduct by the patentee indicating that it will not enforce its patent; 

(2) reliance by the alleged inftinger; and (3) material prejudice to the alleged infringer.if 
the patentee is allowed to proceed with its claim). Such determinations are often quite 
subjective, dependent on an infinite variety of factual contexts, and provide scant basis 
for predictability to the regulated industry. 

In addition, the estoppelrbased approach has been difficult to apply and has led to 
uncertainty. Experience has shown, for example, that declaratory judgment actions may 
be dismissed for a variety of reasons, not all of which concern representations with 
preclusive effect that can then serve as a proxy for a finding of estoppel. See, e.g., Teva 
Pharms. USA. Jnc, v. Pfizer, Inc., 395 F.3d 1324. 1333 (Fed. Clr.), cerL denied, 126 S. 
Ct. 473 (2005) (dismissing declaratory judgment action for lack of subject matter 
jurisdiction despite the patentee's refusal to provide assurance that it would not sue). 
Indeed, Teva I and Teva IT, as well as the instant pravastatin case, demonstrate the 
difficulty of applying an estoppel-based standard that requires the agency to evaluate the 
underlying reasons for a dismissal — and the very low likelihood of industry certainty 
under such a standard.^ 

■ FDA is ill-equipped to make fact-based determinations concerning whether 
certain statements or actions of a company in litigation to which FDA is not a party may 
estop that company from enforcing its patent. FDA's interpretation of the court decision 
trigger provision as requiring aholding on the merits will enable the agency to rely on the 
face of the court's decision to determine whether there has been a holding that a patent is 
invalid, not infringed, or unenforceable. As Teva I and Teva II dernonstrate, an estoppel- 
based approach inexorably spawns subsequent litigations concerning FDA's estoppel 
determinations — litigations that can be avoided under a, clearer, textually-based 
standard. 

2. FDA's Interpretation is Coiisistent with its Regulation, v/hich 

Includes Unenforceability as a Separate Basis for a Court Decision 
Trigger 

The Teva J court requested that FDA explain how FDA's decision that the Teva- 
Syntex dismissal was not a court decision trigger was consistent with FDA's regulation 
including unenforceability as a basis for the court decision trigger. Id, at 3009-10. Teva I 
suggested that FDA's position was "absurd" because FDA's regulation included 
unenforceability, but FDA refused to acknowledge a dismissal that had the apparent, 
effect of unenforceability as a court decision trigger. Id. 



^ In the pravastatin case, for example, the district coiirl agreed with FDA that Bristol was estopped from 
suing Apotex for infringement, but for different reasons. Compare Teva, 398 F. Supp. 2d at 192 n.6 
(finding preclusion based on Bristol's representations having "prevent[ed] any reasonable apprehension 
from arising"); vt^'V^ FDA's June 28, 2005 letter at 4 (finding precjusion based or Bristol's repeated 
assurances that it had no intention to sue Apotex for infringement). 



9 
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FDA's regulation interpreting the court decision trigger states that the trigger 
occurs on; *'[t]he date of a decision of the court holding the relevant patent invalid, 
unenforceable, or not infringed." 21 C.F.R. § 314.107(c)(1). FDA's inclusion of 
"unenforceable'* in its regulation serves the salutary purpose of encouraging patent 
challeages based on unenforceability. See 59 Fed. Reg. at 50,339. The regulation^ 
consistent with the statute, expressly requires that there be a court "decision'' and a 
"holding" of unenforceability. 

FDA does not believe that a patentee's statements concerning its intentions not' to 
enforce a patent, even if reflected in the dismissal, constitute a court's "decision . . , 
"holding" a patent unenforceable. As explained in section II.A.l ., supra, FDA rejects an 
estoppel-based interpretation of the statute based on a patentee's representations. As 
noted, a declaratory judgment action can be dismissed for a variety of reasons, and such a 
dismissal cannot uniformly serve as a proxy for a determination of preclusive effect. 
Even if a patentee's representations have the apparent effect of rendering a patent 
unenforceable vis-a-vis a particular ANDA applicant, in the agency's view, a holding of 
unenforceability must result from a court 's consideration of that issue on the merits, 
rather than FDA 's evaluation of the effect of a patentee's statement. The estoppel-based , 
approach turns the statutory language on its head, by compelling FDA — rather than a 
court, as the statute seemingly requires — to effectively make a "decision" and a 
"holding" of unenforceability. Such patent-related decisions are not within the agency's 
expertise, nor does the statute require FDA to make those decisions, FDA*s statutory and 
regulatory interpretation is not "absurd" because it is narrower than the estoppel-based 
standard. The agency's interpretation gives full effect to each word of the statute and 
regulation and will provide greater certainty than the estoppel-based standard. 

3, FDA's Interpretation is Consistent.with the FDA's 180-day 
Exclusivity Guidance and the Granutec Decision 

Teva I also concluded that FDA had not adequately explained its position on the 
Teva-Syntex dismissal with regard to (a) FDA's "case-by-case" approach to exclusivity 
set forth in a guidance document, 180-Day Generic Drug Exclusivity under the Hatch- 
Waxman Amendments to the Federal Food, Drug, and Cosmetic Act (June 1998) (ISO- 
day exclusivity guidance); or (b) why the agency recognized a grant of partial summary 
judgment of noninfringement based on apatent holder's admission as a court decision 
trigger in Granutec, Inc. v. Shalala, 139 F.3d 889, 1998 WL 153410 (4th Cir Apr. 3, 
1998) (unpublished opinion), but did not consider the Teva-Syntex dismissal for lack of 
subject matter jurisdiction a court decision trigger even though it too arose from 
statements made by the innovator Id, at 1010-11. 

The regulatory landscape has changed dramatically since FDA's original 
determination that the Teva-Syntex dismissal did not -constitute a court decision trigger. 
At that time, FDA was undertaking rulemaking and regulating directly from the statute in 
the interim, using a "case-by-case" approach to make its exclusivity determinations. See 
180-day exclusivity guidance. 7evG/ suggested that FDA had failed to adopt any 
particular interpretation of the statute, and also had not "abide[d] by the commitments it 



10 



Case 1 :06-cv-01 890-RMC Document 1 2-4 Filed 1 1 /1 7/2006 Page 1 7 of 21 



made in the *GuidaTice for Industry' as to how it would proceed untij a new rulemaking 
was completed." Id. 

Just a few days after the Teva I decision, in proposing a rule, FDA rejected a 
suggestion that a dismissal for lack of jurisdiction based on a lack of case or controversy 
should constitute a court decision trigger. ISO-Day Generic Drug Exclusivity in 
Abbreviated New Drug Applications, 64 Fed. Reg. 42,873, 42,881 (Aug. 6, 1999) 
(proposed rule); Rather, the agency proposed a 180-day "triggering period," during 
which there would have to be either a favorable court decision or commercia! marketing 
of the drug. Id. -at A2,%11. If neither of those events occurred, the first ANDA applicant 
would lose its eligibility for exclusivity. Id. Under the "triggering period'* approach, 
subsequent applicants would not be blocked indefinitely from approval, and would thus 
presumably have no need to seek to trigger exclusivity by bringing declaratory judgment 
actions and thereby raising the myriad issues that arose in the Teva litigations. Id. at 
42,881. 

FDA withdrew that proposed rule in 2002, however, in part due to its belief that 
the Ti^va /^'holding was directly at odds with the approach the agency proposed in the 
August 1999 proposed rule to deal with dismissals of declaratory judgment actions." 
180-Day Generic Drug Exclusivity for Abbreviated New Drug Applications, 67 Fed. 
Reg. 66,593, 66,594 (Nov. 1, 2002) (withdrawal of proposed rule) ("After careful 
consideration of the comments on the August 1999 proposed rule and multiple court 
decisions affecting the agency's interpretation of the provisions of the act relating to 180- 
day exclusivity and ANDA approvals, PDA has concluded that it is appropriate to 
withdraw the August 1 999 proposed rule at this time.").' Following FDA's withdrawal of 
its proposed rule, Congress substantially amended the 180-day exclusivity provision in 
theMMA. iSee note 2, 5uprfl. FDA determined not to expend its resources crafting a 
regulation that would be vulnerable to challenge if it diverged from Teva /and would in 
any event become -less relevant in the near fliture due to Congress's substantial revision 
of the ISO-day exclusivity provision, which ultimately eliminated the court-decision 
trigger provision (but provided for forfeiture of exclusivity in certain circumstances).^ 

Now, however, FDA is independently interpreting the statute in accordance with 
the direction of the Teva III court. For all of the reasons explained above, FDA's 
interpretation here is fully consistent with the statutory language and the extensive 
regulatory and judicial history concerning the agency's treatment of the court decision 
trigger issue. 



It bears noting that one event that can trigger forfeiture under the MMA is a "a settlement or consent 
decree that enters a final judgment that incjudes a finding that the patent is invahd or not infringed." 21 
U.S.C. § 355G)(5XD)(i)(I)(bb)(BB) (2005). As explained above, the MMA amendments do not apply to 
pravastatin except in one respect (see note 2, supra) and are not at issue in this decision. The agency's 
detem^nation to apply the '*holding-on-the-merits" standard under the pre-lvTMA statute does not reflect an 
agency view as to the proper scope or interpretation of tJais forfeiture provision or any other forfeiture 
provision in the MMA. 



n 
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Teva I also suggested that the Teva-Syntex dismissal should satisfy the court 
decision trigger requirement because it "support[ed] estoppel to the same extent as the 
grant of partial sumjnary judgment at issue in Granulec'' Teva /, 182 F.3d at 101 1, For 
the reasons explained in section II.A.l, supra, however, FDA does not believe that the 
court decision trigger provision should be interpreted to embrace dismissals based on 
underlying statements that have estoppel effect unless the decision evidences a court 
holding on the merits of the patent claims. Applying the "holding-on-the-merits" 
interpretation, it is clear that the Teva-Syntex dismissal was materially distinguishable 
from the decision at issue in Graniitec. 

The underlying decision in Granuiec was a memorandum decision by the court 
granting amotion for partial summary judgment of noninfringement based on the 
patentee's concession that the defendant's product did not infringe. Glaxo, Inc. v. 
Boehringer Ingelhevm Corp., No;95-CV-01342 (D. Conn. Oct. 7, 1996) (memorandum 
decision). The court's grant of sunmiary judgment is clearly a holding on the merits of 
patent noninfringement as a matter of law.^ See¥t± R. Civ. Proc. 56(c) ("The judgment 
sought shall be rendered forthwith if the pleadings, depositions, answers to 
intenrogatories, and admissions on file, together with the affidavits, if any, show that 
there is no genuine issue as to any material fact and that the moving party is entitled to a 
judgment as a matter of law"). In contrast, the Teva-Syntex case was dismissed on 
jurisdictional grounds based on Teva's lack of a reasonable apprehension of suit. See 
Teva I, 1 82 F. 3d at .1004. Once the court recognized that it lacked jurisdiction, it 
appropriately refused to decide the merits of the case and granted Syntex's motion to 
dismiss. Thus, FDA's textually-based interpretation is entirely consistent with its 
detenmination that there was a court decision trigger in Granuiec^ but not in the Teva- 
Syntex case. 

B. FDA*s Interpretation is Most Facially Supportable and is Consistent with 
Important Policy Goals of Regulatory Clarity and Certainty 

The legislative history for the Hatch-Waxman, amendments clearly reflects a 
congressional intent to expedite approval of generic drugs and promote competition in the 
drug marketplace. H.R, Rep. No. 98-857, Ft. 1, 98th Cong., 2d Sess. at 14-15, reprinted 
in 1 984 U.S.C. C.A.N, 2647-48. However, to achieve these policy goals. Congress 
established a regime that depends on ANDA applicants to challenge drug patents to 
enable earlier approval of generic drugs and, thereby promote competition. Congress 
clearly believed that ANDA applicants needed an incentive beyond the prospect of earlier 
generic market entry to take on the litigation risks associated with challenging drug 
patents. This Congressional belief is manifested in the statutory provision for 180-day 
exclusivity under section 505(j)(5)(B)(\v). 



Consistent with its decision in the Granuiec case, FDA's interpretation does not demand, and the agency 
does not intend to limit its scope to, court decisions foUosving a full trial. The statutory language "decision 
of a court" in section 505(j)(5)(B)(iv)(n) does not require such a narrow reading; nor does the legislative 
history appear to indicate Congressional intent for the language to be read in such a manner. 

12 
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A relatively broad interpretation of the court decision trigger, such as the estoppel 
standard, makes it easier to trigger ISO-day exclusivity. In any specific case, this may 
speed approval of subsequent ANDA applicants and, therefore, competition in the 
marketplace. However, a relatively broad trigger for 180-day exclusivity could diminish 
the value of 1 80-day exclusivity to ANDA applicants, and thus it might also reduce the 
incentive for ANDA applicants to challenge an innovator's patents. A relatively narrow 
interpretation, such as the "holding-on-the-merits" standard, may slow approval of 
subsequent ANDAs and competition in a specific case. It could, however, make 
exclusivity more valuable, and thus make patent challenges more common overall In 
. any event, the legislative history offers little if any guidance as to which interpretation 
Congress might have preferred, and thus it is appropriate to apply the interpretation most 
consistent with the plain language of the provision. See, e.g., Teva, 410 F.3d at 54. 

In the absence of clear Congressional intent to promote another policy objective, 
the agency considers clarity and certainty of critical importance. Because of the huge 
financial consequences that result from gaining or losing six months of ANDA marketing 
exclusivity, drug companies have creatively construed the FDCA and relevant court 
decisions to gain whatever marketing advantage they can. This dynamic is demonstrated 
with remarkable clarity by Apotex's and Teva'-s having taken legal positions with respect 
to the Apotex-Brislol dismissal that are diametrically opposed to their positions in the 
original Teva litigation during 1999 and 2000. This change of positions is not surprising 
because their roles are reversed: with respect to pravastatin, they each occupy the seat 
the other occupied with respect to ticlopidine. Indeed, the parties' (as well as the Generic 
Pharmaceutical Association's) disparate policy arguments for and against easier 
triggering at different times underscores that there maybe no cleariy preferable position 
from a policy perspective. See, e.g., Teva Pharms. USA, Inc. v. FDA, 'No. 05-1469 
(D.D.C.) (0pp. of Intervenor-Defendant Apotex Inc. to Mot. of Generic Pharmaceutical 
Ass'n for Leave to File Brief as Amicus Curiae, at 2-4, filed Sept. 9, 2005) (noting that 
the Generic Pharmaceutical Association has made policy arguments both for arid against 
a broad interpretation of the court decision trigger in different cases). 

The stipulated order dismissing the Apotex-Bristol case could reasonably be 
viewed as an effort to tailor a dismissal order to satisfy the estoppel standard discussed in 
Teva I. It includes a statement on its face that Bristol had committed not to sue Apotex 
for patent infringement It expressly states tiiat the case is dismissed for lack of subject 
matter jurisdiction on the basis of Bristol's assurances. Nevertheless, Teva challenged 
the agency's determination on multiple grounds, including whether Bristol's statements 
had estoppel effect and whether the order constituted a decision of a couii: as a matter of 
federal civil procedure law.^ 



The agency's brief on appeal lo the Teva IJJ court indknics the potentially myriad compJexilics of 
attempting to apply an estoppel-based standard: 

The considerations that the district court's decision make crucial - whether the dismissal for lack 
of jurisdiction resulted from a motion or a stipulation, whether the dismissai was effected under 
one procedural rule or another, whether the dismissal recites that the court found "good cause" for 
it, whether the court considered papers beyond Oie motion or stipulation itself, whether the court 
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FDA's experience suggests that drug companies will continue to litigate over 
exclusivity issues whenever the potential financial rewards are sufficiently high. Were 
FDA to adopt a standard less objective and clear than the "holding-on-the-merits" 
standard, the opportunities for disputes regarding the tripping of the court decision trigger 
would increase. Further, it seems reasonable to assumo that apph'cants are more likeJy to 
conclude that their chances of success in court are better in cases concerning patentee 
estoppel because of FDA's lack of expertise on this issue. 

It is in the pubJic^s interest, as we]] as FDA's own interest, to have exclusivity 
triggering determinations governed by a legal regime that is clear and easily 
administered. Encouraging highly-interested and well-financed litigants to pursue ever- 
fmer distinctions, ever farther removed from the language of the statute and from its 
purposes, does not advance the public's interest. It offers no guarantee of more rapid 
generic drug approvals, only a high likelihood of delay due to litigation, and the prospect 
that this area of law will remain unnecessarily unstable, thus undermining marketplace 
certainty and interfering with business planning and investment. 

C. Apph'cation of FDA's Interpretation to the Apotex-Bristol Dismissal 

Under FDA's interpretation, it is clear that the July 23, 2004, stipulated order 
dismissing the Apotex-Bristol declaratory judgment action is not a court decision 
''holding" that the subject patents are invalid, not infringed, or unenforceable. Nowhere 
on the face of the order is there such a determination by the court regarding any of the 
patents at issue. Even if Bristol's assurances to Apotex, incorporated into the dismissal 
order, were later detenmined by a court to estop Bristol from suing Apotex for 
infringement, the July 23, 2004 dismissal itself does not contain a holding on the merits 
of patent invalidity, noninfringement, or unenforceability — the issues specified by 
Congress in the statute (and FDA by regulation). Indeed, the dismissal order makes clear 
that the case was dismissed for procedural reasons (lack of subject matter jurisdiction) - 
based on Bristol's representations without a holding on the merits of Apotex 's 
declaratory judgment patent claims. 

FDA has thus concluded that ISO-day exclusivity for pravastatin was not 
triggered by the July 23, 2004 dismissal. Absent a material change in circumstances, 
FDA intends to approve only those AND As eligible for 180-day exclusivity for 
pravastatin when the '227 patent (including its period of pediatric exclusivity) expires on 
April 20, 2006. Approvals of all othei- pravastatin ANDAs will be delayed for 180 days 
after exclusivity has been triggered,'^ 



held a hearing, and the like . . . bear no relationship either to whether the decision ''holdls] the 
patent ... to be invah'd or not infringed" .... 

Br. for the Federal Appellants at 54 (filed Dec. 22, 2005). 

'° Apote?( asserted that the Apotex-Bristol dismissal applied to Che 10 mg, 20 rag, 40 mg, and 80 mg 
strengths of pravastatin. Because FDA has determined that the Apotex-Bristol dismissal does not qualify 
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III. Conclusion 

FDA interprets the court decision trigger provision to require a decision of a court 
that on its face evidences a holding on the merits of patent noninfringement, invalidity, or 
unenforceability. The July 23, 2004, Apotex-Bristol dismissal does not contain such a 
holding, FDA therefore denies Apotex's request for an agency determination that 180- 
day exclusivity for pravastatin has been triggered and run. 

Sincerely, 




GaryBuehler 

Director 

Office of Generic Drugs 

Center for Drug Evaluation and Research 



as a court decision trigger for any strength of pravastatiji, FDA need not decide (and this decision should 
not be construed as deciding) whether the disnnjssa] order encompassed aJJ four strengths. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 



ANDA 77-306 



NOV 



Food and Drug Administration 
Rockville, MD 20857 



001 



Rakoczy Molino Mazzochi Siwik, LLP 

Attention: Christine J. Siwik and William A. Rakoczy 

6 West Hubbard Street 

Suite 500 

Chicago, IL 60610 

Dear Mr. Rakoczy and Ms, Siwik; 

Tills responds to your letter dated August 29, 2006, in wliich you requ,est on behaJf of Apotex 
Corporation that the Food and Drug Administration (FDA) consider the start oi' 1 80-day 
exclusivity for ondansetron hydrochloride tablets 4 mg and 8 nig (ojidansetron) to have been 
triggered by the dismissal of a patent infringeinent suit. 

As you are aware, FDA intei-preted the relevant statutory provision in a letter dated April 1 1, 
2006 (FDA letter decision) (attached). FDA's letter decision expressly states that the dismissal 
of a patent suit in and of itself is not sufficient to trigger the start of a 180-day exclusivity period; 
rather a court order must reflect a holding on the merits by the court that the patent at issue is 
invalid, not infringed, or unenforceable ("holding-on-the-merits'' st^indard). The FDA letter 
decision explains in detail the legal grounds and policy jusdflcations tbr die holding-on-the- 
merits stajidard. Apotex sued the agency, challenging the FDA letter decision as arbitrjiu'y and 
capricious, and the District of Columbia Circuit Court of Appeals ruled in the agency's favor, 
summarily affirming the district comt's denial of Apotex's motion for a preliminary injunction. 
See Apotex, Inc, v. FDA, 449 F3d 1249, 1 253 (D.C." Cir. 2006). Apotex petitioned for a 
rehearing en banc by the court, which the court denied on August 17, 2006. On October 3, 2006, 
Apotex entered into a stipulation of dismissal ending the litigation. 

In accordance with the FDA letter decision, we deny your request for the reasons detailed briefly 
below, and refer you to that decision for further guidance on this matter. 

L Apotex 's request. 



Apotex nov^ asks the FDA to confirm that: "(1) Apotex v^ill, subject to all other substantive 
requirements for approval, receive final approval of its ondansetron AND.A [abbreviated new 
drug application] upon expiration of U.S. Patent No. 4,753,789 ("the '789 patent"); (2) Apotex's 
final approval will not be delayed by any unexpired 180-day exclusivity associated with IJ.S. 
Patent No. 5,344,658 ("the '658 patent"); and (3) any 180-day exclusivity associated with the 
'658 patent was triggered by the May 25, 2005 Order dismissing Glaxo Group Limited's and 
SmithKline Beecham Corporation's (collectively, "GSK") patent infringement action against 
Apotex Inc. [for infringejnent of die '658 patent]," in essence, you argue dial the dismissal of iJii 
GSK lawsuit triggered any 180-day exclusivity arising from the '658 patent with respect to 
ondansetron, that any such 1 80-day exclusivity has now expired and, therefore, no unexpired 
1 80-day exclusivity arising from the '658 patent could delay approval of Apotex's ANDA upon 
expiration of the 789 patent. 
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11. The May 25, 2005 Ordej', 

Apotex's ANDA for oiidansetron includes a "paragraph IV" certificatioiV in which Apotex 
alleges that the '658 patent is not infringed and/or is not valid. Having received Jiotice of this 
paragraph IV certification, in December 2004, GSK sued Apotex for infringement of the '658 
patent in January 2005. You enclosed with your August 31, 2005 letter a copy of 'the stipulation 
of dismissal pursuant to Fed. R. Civ. P. 41 " filed May 25, 2005, dismissing the GSK suit 
(stipuhxtion of dismissal). 

The stipulation of dismissal states that the plaintiffs (GSK) 

, . . stipulate and agree that the ondansetron hydrochloride tablets that are the subject of 

aOu UwSCnOwu ul rVpOtuX uia_^. a /"ViNivA JNO.. / /-J>Uu UU JlOl .UlitUlgC, UUU .11 unpurieu, 

manuflictured, used, sold, or offered for sale in the United States would not infringe, any 
claim, of GlaxoSmithKlines^s U.S. Patent No. 5,344,658 ("the *658 patent"); and 

. . . [have] represented that [they] v/ill not sue Apotex for infringement of the '658 patent 
based on the importation, manufacture, use, sale or offer for sale of ondansetron 
hydrochloride tablets that are the subject of and described in AND A. No. 77-306; 

and the parties 

. . . stipulate and agree to dismissal of the parties' respective claims and counterclaims . 
with prejudice , . , . 

The stipulation is signed on behalf of GSK and Apotex, and is signed as "so ordered" by the 
court. 



' An .N.DA ap}:)].icant must notily VDA oj:" patents the npphcant believes claim the drug cr ixn approved use of the 
dnig. 21 U.S.C. §§ 355(b)(1), 355(c)(2), FDA relies on these Jiotitications to post infomiation on these patents in 
Approved Drug Products with Therapenric Equivalence Evaluations (iiiibnnally referred to as the Orange Book), 
21 U.S.C §§ 355(b)(1), 355(c)(2), 355(j)(7)(A)(iii). An ANDA applicant must then make one offour certifications 
with respect to each patent that claims the drug or any use of the drug for which the ANDA apphcant is seeking 
approval These certifications are comraoniy referred to by the four sub-paragraphs of section 505())(2)(A)(vii) 
establishing them: 

a "paragraph I" cenificatioB that patent information has not been filed; 
a "paragraph 11" certification that the patent has expired; 
• a "paragraph III" certification of the date the patent wit! expire; or 

a "paragraph IV" certification tliat the patent is invalid, not infringed, or not enforceable. 

21 U.S.C. § 355(j)(2)(A)(vii); 21 C.F.R. § 314..94(a)(12)(i)(A). Aparagraph I or 11 cerlillcation indicates that tlie 
applicant believes that the patent does not bar immediate approval of the ANDA. A paragi'aph III certification 
indicates that the applicant is not challenging the validity or applicability of the patent and that the apphcant is 
seeking ANDA approval only after the patent expires. A paragraph IV (certification indicates that the ANDA 
applicant disputes tiie applicability or validity of that potent. If an ANDA applicant makes a paragrapli IV 
certification, the applicant must the notify the holder of the approved NDA and the patent owner. 21 U.S.d 
§ 355(j)(2)(B). 
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III. 180-day exclusivity and FDA letter decision. 

Section 505(j)(5)(B)(iv) of the Act establishes 18()-day exclusivity. This exclusivity provides a 
potential reward to the first AN'DA applicant to submit a paragraph IV certification to a patent 
pursuant to section 505(j)(2)(A)(vii)(JV) o:f the Federal Food, Drug, and Cosmetic Act and thus 
to expose itself to the risk of being sued for infringing the patent. 

Section 505(j)(5)(B)(iv)(]..I.) provides tliat the start of 180-day exclusivity can be triggered as of 
"the date of a decision of a court , . . holding the patent which is the subject of the certification to 
be invalid or not infringed.'''^ (Emphasis added.) This mechanism for initiating 180-day 
exclusivity is commonly referred to as the "court decision trigger." 

iug ri.j/\ iCUi;;! ut^uiiiiuu cijuiOunuc'O. uiC uOiuiug-un-Lne-jnouiS si-citiuaiu iv asSCiii Wiwtiiti an 

action of a court qualifies as a court decision trigger to start the running of 180-day exclusivity. 
As the introduction to that letter states (and the body of that letter explains in detail): 

FDA interprets the language of the couit decision trigger provision, 'the date of a 
decision of a court . . . holding the patent which is the subject of the certificafion to be 
invalid or not infringed/' to require a court decision with an actual 'lidding" on the 
merits tiiat the patent is invdid, not infringed, or unenforceable. The holding must be 
evidenced by language on the face o:f the court's decision showing that the determination 
of invalid! ty^ noninfringement, or unenforceability has been made by the court. . . . 
FDA's ''holding-on-the-merits" inteipretation adheres closely to the language of the 
statute, and will provide a bright Hne that is more easily administrable by FDA and that 
will enable industry to make appropriate business planning decisions. 

■J 
FDA letter decision a.t 2.' FDA adopted this bright-line standard to provide ciarity, reduce the 

likelihood of litigation over whether a court action triggers 180-da.y exclusivity, and promote 

greater marketplace certainty. 



" Congress amended 2 1 U.S.C. § 355(j) in late 2003. See The Access to Affbrdable PhcUTnuceuticaKs provisions of 
the Medicare Prescription Drug, Improvement, and Modernization Act of 2003, Pub, L. No. 108-173, 1 17 Stat. 2066 
(Dec. 8, 2003) ("MMA"). None of the amendments pertaining to 1 80-day exclusivity enacted tiirougb the M.MA 
bear upon the determination of whether the .stipulation of dismissal for the GSK suit triggered 180-day exclusivity 
for ondansetron, however, because the earliest ANDA containing a paragrapli IV certification for tins drug was 
submitted before the December 8, 2003, enactment date of the MMA. See id. § 1 102(b)(1). 



' Provisions of the MMA inapplicable to the 180-day exclusivity determination for ondansetron {see MMA 

§ J 102(b)(1)) eliminated the court-decision trigger provision, but provided' for forfeiture of exclusivity in certain 

circumstances. One event that can trigger forfeiture under the MMA. is a "a settlement or consent decree tlun enters 

a fmal judgment that includes a fmding that the patent is invalid or not infringed." 21 U.S.C. 

§ 355(j){5)(D)(i)(I)(bb)(BB) (2006). The holding~oii4he-merits standard under the pre-MMA statute does not 

rellect an agency view as to the proper scope or interpretation of this forfeiture provision or any other forfeiture 

provision in the MMA. 
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IV. .Analysis 

The GSK suit was dismissed by an agreement between the parties; the eouit never issued a 
holding o:n the merits of the patent claim, it is clear, therefore, that this dismissal does not 
constitute a court decision trigger under the holdinsi^-on-the-merits standard. SeeApotex, 449 
F.3datl253/ 

You assert that the stipulation of dismissal satisfies the holding-on-the-rnerits standard because, 
ijiler alia, it expressly reflects GSK's judgment that the patent at issue is not infringed and GSK's 
commitment not to sue. Your conclusion is not correct. It is not enough that the order reflects 
the views and commitments of the parties. The court itself has to have made a substantive 
determination on the merits of the patent claim. As its title ("Stipulation of Dismissal Pursuant 
to Fed. R, Civ. P. 41") reflects, the stipulation of dismissal was the mechanism by which the 
parties sought and received dismissal of the case because, in their view, there was nothing leil for 
the couit to decide. The court was not asked to resolve the dispute on the merits and did not do 
so. hi short, the stipulation of dismissal does not reflect a holding by the court on the merits of 
the patent c.laim.^ 



'* Alliiough tJie holding-on-the-merits standard wa.s announced in reUuion to a declaratory judgment action, the 
standard is equally applicable to affimiative patent infringement suits, such as the GSK suit at issue here. ITie 
standard looks to whether the court has raade a holding on the njerits of the patent claim; it does not consider the 
manner by which the dispute came before the court, 

l"his letter cJoes not address the arguments made in your prior lettei' of August 3 1 , 2(305, to support your claim that 
the GSK stipulation of dismissal satisfies an estoppel-based intetpretation of the court decision trigger. As 
explained in greater detail in the FDA. letter decision, the agency has rejected this standard in favor of the holding- 
o.n-the-merits standard. Accordingly, this letter addresses only the arguments you made in your letter dated August 
29, 2006, that the GSK stipulation of dismissal satisfies the liokiing-on-the-merits standard. 

' We note that you raised additional arguinents in telephone conversations v/itb the agency that you ehose not to 
submit in writing. These arguments relate to FDA's decision in Granutec, Inc. v. Shalala. 139 F,3d 889, 1998 VVL 
153410 (4th Cir. Apr. 3, 1998) (unpublished opinion), as well as whetlier FDA's inteq^retation of section 
505(j){5)(B)(iii) is consistent with its interpretation of section 505(j)(5)(B)(iv). In this letter, iiowever, we are only 
addressing the question that Apotex set forth in writing, i.e., whether the ondansetron dismissal constitutes a court 
decision trigger under FDA's ^^holding-on-the-merits" standard. We do not beheve that the additional arguments not 
submitted in writing are pertinent to making that determination, which sinvply looks to whether the court has heJd on 
the merits of a patent claim. 
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V. Conclusion 



The stipulation of dismissal did not trigger any 180-day exclusivity for ondansetron that may 
arise irom another AND A. applicant's paragraph IV ceitification to the '658 patent. The agency 
k not aware of any judicial action to date qualifying as a court decision trigger of 180-day 
exclusivity for ondansetron. Accordingly, 1 80-day exchisivity may delay approval of Apotex's 
ANDA for ondansetron hydrochloride tablets 4 ,mg and 8 mg upon expiration of the '789 patent/' 




..^^""^ 



Director 

Office of Generic Drugs 

Center for Drug Evaluation and 



Enclosure 

cc: Elizabetli Dickinson, Office of Chief Counsel 

Applicants with Pending AND As for Ondansetron HCl Tablets, 4 mg and 8 mg 



^ PDA does not make its exclusivity deternTinaiions urili] an ANDA is rendy for final npproval, which will not occur 
for ondiinselron until at least Deceir)ber 24, 2006, when the pediatric exclusivity associated with the 78.9 pateiu will 
expire. Pediatric exclusivity is intended as an incentive to sponsors to conduct and submit to FDA studies requested 
by the agency on the use of drugs in pediatric populations. It is a six-month exclusivity that attaches to any listed 
patent or exclusivity for the drug studied. 21 U.S.C. § 355a, Apotex assumes that another ANDA apphctint will be 
entitled to 180-day exclusivity for ondansetroti, which the agency neither con:firms nor denies. 
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DEPARTMENT OF HEALTH &. HUMAN, SERVICES 



pLibifc H8£ihh Service 



AND A 76-341 



f'ood ar>d Drug Administriition 
Rockviiis MD 20857 



APR 1 1 £006 



Apotcx Corp. 

•U.S. Agent lor Apotex Inc. 

Attendon; TEuiuny Mclntire 

2400 Noilih Com.merGe Parkway, Suite 400 

Weston, FL 33326 

Sej3t Via Facsimile and U.S. Mai! 



De^rMs. Mclntire: 

ThSs letter is proinpiedby the March ]6, 2006, opinion of the District of 
Colujnibia Circuit Couit of Appeals, leva Pharmaceuticals USA, Inc. v, FDA, l^os. 05- 
5401 & 05-5460, 2006 U.S. App. LEXIS 6384 {D,C. Civ. Mar. 1 6, 2006) ^Teva IIF), 
We are amendiDg our response to ihe jettsr submitted by A.potex Inc. on September 7, 
2004. Apotex sought a detenninalion that adismissa] of a declaratoi*yjudgrDent action 
bro"ught by Apotex against Bristol-Myers Squibb Company (''Bristor'), Apotex Inc. v. 
Bristol-Myers Squibb Co.^ No. 04-2922 (Jul 23, 2004 stipulation and order}, constituted a 
"court decision, trigger'" beginning the 1 SD-day period of mi-irkering exclusivity for tlie 
first abbreviated new dioig application ('*ANI)A**) appHcant to make a "paragraph IV" 
certification chaJicnging a patent for Pravastatin Sodium Tablets 1 nig., 20 rng., 40 nig., 
and 80 mg. ("pravastatin"). -^^^-A previously detennined in a letter dated June 28, 2005, 
that t?ie dismissal constituted a court decision trigger, based on aif interpretation of the 
court decision trigger provision, Section 505(j)(5)(B)(iv)(II) of the Federal Food, Drug, 
and Cosmelic Act (^TDCA" or ih^ "Act") (21 U.S.C. § 355a)(5)(B)(iv)(II)), that the 
agency bolisved itself compelled to apply as a remit of two decisions of the D.C: Circuit: 
Teva Pharm., USA, Inc. v. FLM, 1 82 F.3d 1003 (D.C, Cir. 1999) ("leva F) and Teva 
PharnuUSA, Inc. v. FDA, No, 99-5287. 2000 U.S. App. LBXIS 3B,667 (D-C. Cir. Nov. 
15, 2000) (^'Teva IF). SpecifiGaily, FDA believed that Teva /and 7/ required the ageiacy 
to treat a dismissal of a declarator}^ judgment action for ]acl< of jurisdiction as a court 
decision trigger If the patentee is estopped from enforcing its patent against the 
declaratory plaintiff 

Teva Pharmaceuticals USA, Jnc, challenged FDA\^ June 28, 2005 decision in 
district court. TevaPharms, USA, Inc. v, FDA, 39S F. Snpp. 2d 176 (D,D.C. 2005). On 
appeal, the leva ///court vacated the judgment of the district court with instiuctions to 
vacate the FDA's decision '^n^ remand to the agency for linthsr proceedings. The court 
]i<:\d that FDA's decision was arbitrary and capricious becau.se [(]ht FDA mistakenly 
thought itself bound by our decisions in Tew I and Teva II.'* Teva III, 2006 U.S. App. 
LEXIS 63S4, at *}2. In the court's view, the Teva /and Teva //decisions had h&on 
decided piurely on procedural grounds and "left ihc fural decision*' of statutory 
inten^retation to FDA. Id. at **'9. 
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FDA has therefore undertaken to interorei the slai-ule in ii^bt of the Teva III 
c<:i\:ixi'^ direction '"to bring its experience and expertj<;e to bear in JiglU of competing 
interesLs at stake' and make a reasonable policy choice/' Id. 'Ai'^'\3 {qi)oi\ngPDK Labs,, 
Inc. V. DBA, 362 F.3d 786, 797-98 (D,C. Cir. 2004)). As explained in greater detail 
below, FDA interprets the language of tlie coijrt decision trigger provision, "the date of a 
decision of a court . . . hoj-dingthe patent which is the subject of the certification to be 
invalid or not infringed/' to require a court decision with anactuaj "holding" on the 
merits that the patent is invaiid, not inn*inged, or unenforceable. The holding must be 
evidenced oy language on the face of the court's decision showing that the detennination 
of invalidity, noninfringement, or unenforceability has been made by the court. FDA's 
experience in making court decisioii trigger determinations bears out the difficulty in 
implenieniing a broader, estoppel-based standard that requires the agency to evaluate 
whether the patentee is e.stopped from suing for infringement. FDA's "hoJding-on-ths- 
merits" interpretation adheres closely to the language of the statute, and will provide a 
bright line that is more easily administrabie by FDA m6 that will enable industi^to make 
appropriate business planning decisions. 

Applying PDA'k interpretation to the facts of this case, FIDAhas deteiinined that 
the July 23, 2004, Apptex-Bristol dismissal does not constitute a court decision trigger of 
. 1 SO-day exclusivity for pravastadn because there is no language an the face of the 
di3mi.^.^al evidencing that the court held on the merits that any of the subject patents were 
invalid, not infringed, or unenforceable. 

I, Statutory and Procedurai Background 

A. 180-Day Exclusivity and the Court Decision Trigger 

Under section 505G)(2)[A)(vii), A.NDA applicants must make one of four 
certifications (commonly refsn-ed to by the four sub-paragraphs of section 
5Q5Q){7)[A){\n\) establishing thern) to certain patents, claiming \''nt dmg or a use of the 
djiig for which the ANDA applicant is seeking approval. The certifications are: a 
''paragraph F' certification that patent information has not been filed; a "paragraph IF' 
obnifjcaticn that tiie patent has expired; a "paragraph IH" certification of the date the 
patent will expire; or a "paragraph IV" csitification that the patent is invalid, not 
infringed, ornot enforceable. 21 C.F.R. § 3i4.94(aX32)(i)(A), 

A paragraph I or II certification indicates that the applicant believes that the 
patent does not bar immediate approval of the ANlilA. A paragi*aph III certification 
indicates that the applicant is not challenging the validity or applicabib'ty of the patent 
and that the applicant is seeking AM)A approval only after the patent expires. A 
paragraph fV certification indicates that the ANDA appiicanl disputes ttie applicability or 
validity of that patent. 

An ANDA applicHDl making a par^igraph IV cerlifioation must provide notice to 
the new drug application (NDA.) holder and patcnl owner stating that the AKDA has been' 
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filed and describing why the patent is invalid, will not be infringed, oris unenforceable. 
21 U.S-C. § 355(j)(2)(B); 2i C.F.R, § 3]4.94(a)(12){i)(A). This notice provides theNDA 
holder and patent owner the opportunity to bring suit for pat&nt infringement prior to 
FDA's granting marketing approval for the ANDA appHcant's.product. In certain cases, 
if the NDA holder or patent owner sues the ANDA applicant for patent infringement 
within 45 day of receipt of the notice, FDA must stay approval of the ANDA for 30 
months (21 U.S.C. § 355(j)(5)(B)(iii)). The FDCA provides that an AIWA applicant 
caru'iot bring an action for declaratory judgment unless this 45-day period has expired, 
ncltiier the NDA 'holder nor the patent ov/ner hns sued the ANDA applicant for patent ' 
inningement before the expiration of that period, and, as ajopficable, the AN73A applicant 
has offered these paities confidential access to its application tor the purpose of 
dctennining whether to bring a patent infringement suit. 21 U.S.C. § 355(i)(5)(C)(i) 
(2005). 



Hp-f 



Section 505(j)(5)(B)(iv) ofthe Act governs FDA's 1 SG-day exchisivity 
eterminations. The statute provides 180 days of marketing exciusivity as an additional 
incentive and reward to the first ANDA applicant to expose itself to the risk of being sued 
for infringing a patent that is the subject ofthe paragraph IV certification. It does so by 
delayhig approval of subsequent .AND As containing later paragraph TV challenges to tliQ 
patent until the expiration of ISO days after a trig.gering event> The applicable version of 
the statute reads as follows: 

If the application contains a certifjcation described in subclause IV of paragraph 
fj)(2)(A)(vii) and is for a drug for which a prtwfour, application has been 
submitted under this subsection [containing]* such a certification, the application 
shall be made efiectfve not earh'er than one hundred and eighty da3^s after - 

(I) the date the Secretary receives notice from the applicant under 
the previous application of first commercial marketing ofthe 
drug under the previous apphcaliouj or 

(II) the date of a decision of a court in -m action described in clause 
(ii) holding the patei\t which is the s-ubject of tlie certification 
10 be invalid or not infringed, 

whichever is earlier. 

21 U.S.C. § 355G}(3)CB)(iv) (2002).^ Under this provision, cither of two events can 



Courtf: lijviewin^ the statute have corri/nenisd thai thz word "conlijHimg" reji'lecis a typograpJu'cal error 
2nd should be "oontaini;\g " Sqc, e.g., PurepGC Phcrm. Co. v. FHcdmnT), \ 62 V3d VZO), 1203 n;3 (D.C, 
Cu-. 1998); Mova Fharm. Corp. v. Shalala, MC FJd 1060, lOfj-l n.3 (D.C. Cir. i99S). 

' Congress amended 21 U.S.C § 355(j) in laUs 2003. .See Ths Access to Affordable PharmacEJutifiSls 
provisions of ihe Medicare Prescriplion Drug, impi'Dvcr-neni, and 'Modernization Act of 2O03, Pub, L. Ko. 
108-173. U7 Sral. 2066 (Dec. B, 2003) ("M.MA"), The majority of tho Kmendments pertairjjig to VdO-day 
exciusiviry clo not sippiy lo tha eyx^usivity deteirrii nations foe the pravastalin ANDAs becivase the earliest 
ANDA cojitaimng a paragraph IV ccrdfication was submitted before the DeceiTibsr S, 2003, snactxneni dace 
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trigger the start of the exduuiviiy period: (1) the comrnercial marketing of the dwg 
product as set forth in s-ubparagraph (I); or (2) an applicable court decision as set forth in 
subparagraph (II). Subparagraph (-11) is commoaly referred to as the *'ooxJrt decision 

tngg<-x" 

By regulation, FDA has long interpreted the court decisiGn trigger to be satisfied 
not only by a decision of a court holding the patent invalid or not infringed, but also by e 
decision holding the patent uncnforc&able. 21 CF.R. § 314.T07(c)(-])(ii). in the 
preambJe to the 1994 final ruJe implementing the Drug Price Coiripotition and Patent 
TeiTTi Restoration Act of 1 984 (**Hatch-Waxman Amendments" to the FDCA), the agency 
explained that references in section 505 to patent invalidity and noninfringement should 
be interpreted to embrace ynenforceabiJity so as lo be consistent with ''Congress' obvious 
intent in allowing patent challenges under section 505," and to avoid absurd results. 59 
Fad. Reg, at 50,339 (clthigMerck v. Danbury Pharmacal, Inc-, 694 F. Supp. 1 (D. Dol 
1988), affd, 873 ?.2d 1418 (Fed. Cir. 1989)). 

B. The Jfiva Cases 

In the Teva cases, FDA was asked to determine whether the dismissal of a 
declaratory judgment action for lack of subject matter jurisdiction in a patent case 
between Teva tiv^ Syntex constituted a couit decision trigger of exclusivit}^ for Apotex 
(then Torpharxn) for the dnigticiopidine. Teml, 182 F3d at 1006-07. FDA detenrJned 
that tlis Teva-Syntex dismissal was not a ''decision of a court" or a **holding/' as required 
by the statute. Id. On appeal, the D.C, Circuit concluded that FDA's determination that 
there had besn no court decision trigger was arbitrary and capricious. Id, at 1007-10. 
The ccun remanded to the agency for an explanation of^ irUer alia, •^'hy FDA did not 
recogriize tliat a dismissal based on representations that estopped the patentee from suing 
for infiingsment constituted a court dedisicn trigger. Id. 

On remand, FDA attempted to explain its decision, but the district court. Judge 
Kohar-'KoteJiy, rejected Xh^. agency's explanation. Teva Pharms. US/UInc. v. FDA\V,o. 
99-67, ] 999 ILS.Dist. LEXIS 14,575 at '^^22.^23 (Aug. 19, 1999) ("The FDA is bound by 
the Court of Appeals' determination that the pur]:)ose of the court decision trigger is to 
ensure that the patent-holder is estopped from suing the AKI!)A applicant."'). The D.C. 
Circuit affirmed the district court's decision in an unpubHshed decision stating that "for 
the reasons cited ... in Teva I and by ihe District Court, the judgment of the agency fails 
for want of reasoned decision-making." Teva n\ 2000 U.S. App. LEXIS 38,667, at '*'6. 
Following the Teva //decision, FDA has believed that it was bound to apply an estoppel - 
based standard when making court decision trigger determinations, and inirialjy applied 
this standard with respect to' the pravastatin products at issue here. 



of theMMA. See id. § 1 10-^(b)(i). The MM'A docs, however, apply to th« court diiciskm mgger 
de(c:rj'run2!Jon ?.l jsiiue iiisor^r as it ddlries a "decision of a court" aj; « Hnaj judgment from which no 
appeal can be oi: has been taken. See MMA § 1 1 02(b)(33 (defining "dediiion of a court" for drjgs for 
wiiich a paragraph IV ccrtifjcalfon was filed before erjaGimcnt of the MMA and for whid) ihtrc h?s bceji no 
triggerbig court clecisjon as of thi; dalts of enactTnsn!, Decsniber 8, 2003). 
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a FDA\s June 28, 2005 Decision . 

Bristol is the holder of an approved NDA 19-898 for pravastatin sodium tablets, 
which it markets under the brand-name PravachoL Pravacho] is approved for the primary 
and sGoondaiy prevention of ooroTiary cjveiits aJid for treating h}'perlipidernia. Bristol 
listed four relevant patents in the Orange Book with respect to its dnxg: U.S. Patent Nos, 
4,346,227 ("the '227 patent"); 5,030,447 ("the =447 patent"); 5,180,589 ("the '589 
patent"); and 5,622,985 ("the ^PSSpatenf). Several ANDA applicants, including Apotex. 
and Teva, have subniitted AHDAs containing paragraph TV certifications to the M47, 
'589j md '985 patents. The '227 patent and its pediatric exclusivity expires on April 20, 
2006. ^ Any applicant that has submitted a paragraph III certification to the *227 patent is 
thus precluded from maric.eting the dxxig at least until tliat date. 

Apotex notified Bristol of its paragraph IV certifications to the '447. '5S9, and 
'985 patents, butBristol declined to sue Apotex for infringement. Apotex then sued 
Bristol in the United States District CcBrL for the Southern District of New York (Apotex 
Inc. V. Bristol-Myers Squibb Co. (No. '04 CV 2922)) for declarator)^ judgment of non- 
infringement and/or invalidity of those patents. The case was dismissed by a stipulation 
and order issued on July 23, 2004. 

The order recited that Bristol had "repeatedly represented and assured Apotex 
that, notwithstanding any disagr'eement on the scope or interpretation of \ht claims of the 
'447, '985, an.d *5S9 patents, it had no intention to bring suit against Apotex for 
infringement/' Apotex stipulated to dlsmissaj of the case for lack of subject matter 
jurisdiction based on those "pJ-e-Complaint representations." Both parties signed the 
stipulation and order, which the couii endorsed as "so ordered.'* 

By letter dated September 7, 2004, Apotex requested a determinadon from FDA 
that the July 23, 2004 stipulated order dismissing Apotex's declaratory judgment action 
constituted a '^decision of a court'' under section 505(j)(5)(B)(iv)(II) that higgered any 
ISO-day exciusivity for pravastatin. Ln view of the Teva cases^ FDA believed itself 
obliged to apply an estoppej-based standard in deteri'nining whether the July 23, 2004 
order qualified as a court decision Uigger. In its June 2%, 2005 decisidn, the agency 
detej-mined that Bristol's assurances to Apotex that it would not sue for infiingsment 
estopped Bristol from suing Apote;x for infringement Thus, under the cstoppcl-based 
standard FDA believed Teva /mandated, FDA found that the disniissal qualified as a 
court decision under section 5O50(5)(B)(iv)(lI), triggering the running of 180-day 
exelusivity for the '447, '589, and '985 patents. 



" Pediatric exGlusiviiy is intended as an incanti^'t; lo sponsors to conduct and rjbrnil; lo FDA. studies 
a'Cjuestcd by \.ht agency on the use ofdnigs m pcdianic popubtions. Jt h a ."jix-month eKciu.siviiy thaf 
aMaches to any lisled patent or exclusivity for the dnjg shjdifcd. 2 1 U.S-C. § 355a, 
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D. . TevallJ 

On juiy 26, 2005, leva sued FDA, arguing that FDA's June 28, 2005 decision 
was based on the agency's eixondous belief that Teva I and Teva //required the agency to 
apply an estoppei-based standard. Alternatively^ Teva argued that eveji if the Teva 
decisions did impose an estoppel-based standard for the couit decision trigger, Bnstol's 
assurances to Apotex were insufficient to effect a complete estoppej. Tsva additionally 
argued tiiat the dismissal had been made effective not by the court but by the parties 
, under Pederai Rule of Civil Procedure 41(a)(].)(ii), md as such jacked fmfficientjudiejal 
involvement to constitute a ''decision" or a "holding" of the couit. 

The district court; agreed with Teva that Cnt dismissal had been made effective 
under Rule 41 (2)(l)(ii) and lacked sufficient "judicial imprimatur" to constitute a court 
decision trigger of ISO-day exclusivity, 'hrva Pharms. USA, Inc, v, FDA, 398 F. Supp. 2d 
176, 190 {D.D.C, 2005) (Bates, L). Ilie oouit stated, however, that Bristol's statements 
to Apotex were sufficient to preclude Bristol from suing for infringement, concluding 
that '*[t]his case thus embodies the peculiar circmnstance in which the words of [Bristol] 
are preoJusive, but they are not part of a 'decision' or 'holding* within the moming of the 
Hatch- V/axrnan Act,'* Id at 192 n/y. The district court did not reach the question of 
whether Teva I and Teva //had established a substantive rule binding upon FDA.- 

On appeal, the D.C. Circuit determined that *'[t]he ?.DA mistakenly thoughtitself 
bound by our decision in Teva /and Teva II,'' and held that "[tjhis error renders [the 
agency's] decision arbitrary and capricious." Teva III, 2006 U,S. App. LEXIS 63S4, at ■ 
"*= 12", The court explained that it had never established a requirement to apply the estoppel 
standard as an inteipretation of the court decision trigger. Id. at *B-10. Rather, Teva III 
held that Teva /had simply found FDA's reasoning inadequate for the reasons discussed 
in that decision. Id. at "^9] see also section II.A,, infra. Concluding tliat ^TDA still has 
not answered the questions put to it by the 7'evaIco]xrt"ici at *13 n.5, the court vacated 
the district court's judgment and directed Che district court to remand to the agency to 
interpret the court decision trigger provision in view of the agency's own expertise and 
appropriate policy considerations. Id. al**'13. 

11. FDA's Inteipretation of the Court Decision Trigger Provision 

In accordance with the Teva ///court's detenrnnation that FDA is not bound to 
apply the estoppel-based standard discussed in Teva I FDA has brought its experience to 
bear and now makes an independent interpretation of the statute. FDA has detCi-mined 
thai it is most appropriate to interpret the statute consistently with its plain language. 
Thus, the agency is interpreting the court decision trigger provision to require a decision 
of a cour/ that on its face evidences a holding on the jnerits that apaient is invalid, not 
infringed, or unenforceable. This interpretation follows most readily from the statutory 
language and FDA's long-standing regulation including unenforceability as a separate 
basis for a court decision trigger. 21 U.S.C. § 355(j)(5)(B)(iv)(Il) ('Hhe date of a decision 
of a court . , . holding the patent v^'hich is the subject of the csrt:if:oation to be invalid or 
not infringed") (emphasis added); see also 21 CF.-R. § 314,107(c)(l)(ii) ("The date of a 
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decision of the coxiri holding the relevant patent invalid, unenforceable^ or not 
infringed.'') (emphases added)/ 

A "holding" is generally deilhed to mean 'T^j court's detenrjination of a matter of 
law pivotal to its decidon; a principle drawn from such a decision." Black's Law 
Dictionary at 73.7 (7th ed. 1999). The statute's express reqiiircinent of a ^'holding'' that 
the patent is ''invalid" or "not infringed" indicates that the coud inust resolve the issues 
of invalidity, noninfcingement, and unenforceability (i-jursuaiit to FDA's regulation) on 
the merits, See id. at 1003 (defim'ng **inerits" as referring to "[t]he elements or grounds 
of a. clBini or defense^ the substantive coBSiderations to be tHken into account in deciding 
a case, as opposed to extraneous or tecluncal points^ esp. of procedure''). Under the 
agency*s interpretation, in the court decision trigger cositext, the holding must be 
evidenced by a statemsjit on the face of the couil's decision demonstrating that the court 
has anade a determination on the merits of patent invalidity, noninfringement, or 
anenforceability. 

A. FDA's Response to Te\>a I 

In reaching this interpretation, FDA is mindful of (he Tc^vs^ /court's criticism of 
\!i\e agency's original position, as well as the leva ///court's viervv that FDA has never 
'adequately addressed that criticism. ?T>A addresses the specific issues raised in leva J 
below, 

L FDA*£ Interpretation is Consistent with the Purpose of the Statute 
and Will Promote Industry Certainty and Administrative 
Workability 

FD.A acbiov/ledges the Teva /court's discussion of broader definitions of 
''decision" and "lioiding" as potentially including dismissals with preclusive effect, Teva 
/, 1 82 F.3d at 1008. However, the Teva ///court has determined that Teva I's discussion 
is not binding upon the agency. Teva III, 2006 U.S. App. LEXIS 63E4, at *12, 

leva /fluthcr suggested that estoppel was a relevaj')! consideration for the coun 
decision trigger because a different view would allow the patent holder to manipulate the 
system and delay generic competition by stating that it would not enforce its patent. Teva 
/, 182 F,3d at 1009. That result, in the couif s view, would be contrary to the purpose of 
the statute, /if/. FDA does not believe, however, that a narrower, textually-based 
approach is contrary to the purpose of the statute. The courl: decision trigger provision 
expressly requires a decision of a couit holding in favor of the A>4DA applicant. The 



^ The O.C. Circuit ha.^ found thaf tho coui1 decision trigger provision is ambiguous, Ses Teva /, 182 F.3ii 
2! J 007-08 {no!.i;ig thai the terms "holding" and "decision" arc subject to inlcrpreUtion); see also Teva III, 
2006 U.S. App. LHXIS 638'; at * 12 (assuming, iu accordancii with Tava f, thai the sLaiaats: is ambiguous). 
To ihs cKtcnt thai Ihcru \s sinhlgMtty in any of the ternis, such as "decision," "holding," "Invalid," "not 
infnnged/' and [by reguJaiJon] "unenforueable," FDA',^ irufirpretaiion is pcjTnisiiibIs and hews more ckiscly 
to the langungc of the siatute than the esloppeVbased itpprotich ilmt iht; agency btsjlsved was cornpclltid by 
Teva f av6 Tevp I). 
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agency's ''holding-on-the-merits" standard may provide a more limited trigger than an 
estoppel-based standard, but it is Congress ilsdi that chose to impose the requirements of 
a "decision of a court" and a "holding." The estoppel-based standard, by contrast, has the 
anomalous resuJl of substituting the agency's subsequent determination of preclusive 
effect for a court's holding on the ments. 

Bisewhert;, the D.C. Circuit has reco^pVized thai the exclusivity provision reflects 
a Congressional balaricing of competing policy goals. See leva Pharmaceutical InrJys. v. 
FDA, 41 F.3d 5] , 54 (D,C. Cir. 2005). "Because the balance struck ...As 
oxiintessenLially a matter for legislative jxidgnient," the interpa-etation should "attend 
closely to the tenns in which Congress expressed that judgment.** M FDA believes that 
it is appropriate to apply the most facially supportable interpretation of the statutory 
language to. give effect to Congress's purpose for the co\Jrt decision trigger provision, and 
that nothing less than a court decision with a holding on the merits of the patent claims 
shouJd qualify as a cou3l: decision trigger. The estoppel-based approach, by contrast, 
renders the ternis "decisioiV' *'holding/' and "invalid or not infringed" superfluous, in 
contravention of accepted canons of statutory constn^ction. See, e,g, Bailey v. United 
States, 516 U.S, 137, 146 (1995) (superseded by siatiJte on other grounds) ("We assume 
that Congress used [tl:ie3 terms because it intended each temi to have a particular, 
nonsuperfluous meaning/'), hideed, prt-Teva /, the D.C Circuit suggested that a proper 
interpretationof the court decision trigger should give substantive effect to the terms that 
Congress chose. See Purepac Pharm, Co, y, Friedman, 162F.3d 1201, 1205 n.6 (D.C. 
Cir, 1998) ("Suppo.'se furiher that a first applicant is sued but that ^Jx^ suit docs not result 
in a judicial decision fniding the patent not infringed or invalid, so that the Judicial 
decision trigger in § 3550)(5)(B)(iv) is not activated. This could happen if, for instance, 
the snit is dropped or settled."). 

Further, the law on estoppej relevant in the court decision trigger context is not 
well developed. In fact, the Federal Circuit law to Vs'-hioh the D.C. Circuit looked in leva 
/.to deterrnine whether a pmicular representation has estoppel effect generally addresses 
whether there is sufficient reasonable apprehension of suit to support a declaratory 
judgment action, and not, as in the TevQ /court's inquiry, whether th.e patentee is 
ultimately estopped from suing lor infringement/ In short, ap^plying the estoppel 
standard articulated by the Tln^a / court would often require PDA to resolve factually 
intensive questions v/ith little guidance from the covirts on how to apply the facts to the 
law. 

Estoppel can be raised in different contexts, and the agency foresees that an 
estoppel-based approach could require FDA to make detenninations based on a host of 
factors regarding whether a patentee may be equitably estopped from suing a particular 
AND A applicant. See, e.g., A.C, Aukermar} Co. v. ILL Chaides Constr Co., 960 R2d 
1020, 102S (Fed. Cir. 1992) (en banc) (noting factors relevfmt to equitable estoppei; 



^ See TevaJ, JS2 F3d ai 1002-0^ (oHln^Svper Sack. Mjg. Corp. \k Chase Packaging Corp,, 57 tM 3054, 
1059 (Fed. Cir. 1995); Spsciromcs Corp. v, }IB, Fuller Co., 940 F.2d 631, 636-38 (Fed. Cix. I99l')i and 
Finct Haearah, S.A. y. Baroid Ltd., )A] F.3d 1479. 14S3-S1 {?t6, Cir. 1998)). 
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, (I) misleading conduct by the patentee indicating that it will not enforce its patent; 
(2) reliance by the alieged infringer; and (3) material prejudice to the alleged infririger.if 
the patentee i$ allowed to proceed with its claim). Such deterrninations are often quite 
subjective, dependent on an infinite variety of factual contexts, and provide scant basis 
for predictabiJity to the regulated indiistry. 

In addition^ the estoppel-based approach has been difficult to apply ajid has led to 
uncertainty. Experience has shovv'n, for example, that declaratory judgiiient actions may 
be dismissed for a variety of reasons, not all of which concem represeutations with 
preclusive effect that can then sen/e as a proxy for s tmdmg of estoppeh See, e.g., Teva 
Pharms, USA, Ina v. Pfizer, Inc., 395 P.3d 1324, 1333 (Fed. Cir.), cert denied, 126 S. 
Ct. 473 (2005) (dismissing declaratoryjudg;irient action for lack of subject raatler 
jurisdiction despite the patentee's reftsaJ to provide assurance that it would xsot sue), 
Indeed, Teva Zand Te'^a 11^ as well as the instant pravastatin case, demonstrate the 
difficulty of applying an estoppel-based standard that requires the agency to evaluate the 
underlying reasons for a dismissal — and the very low likelihood of industry certainty 
under such a standai'd.^ 

FDA is ill-eqiiipped to make fact-b'^sed determinations coi^ci^ming whether 
certain staternenLs or acdons of a company in litigs-tion to which EDA is not a party rnay 
estop that company fi*om enforcing its patent. FDA's interpretation of the court decision 
trigger provision as requiring a holding on the merits will enable the agency to rely on the 
face of the court's decision to detciTiiine whetlier there has been a holding that a patent is 
invalidj not infringed, or unenforceable, As Teva /and Teva //demonstrate, an estoppel- 
based approach inexorably spawns subsequent IJrigatlons concerning FDA's estoppel 
determinations — litigations that can be avoided under a clearer, textually-based 
standard. 

2, FDA's Interpretation is Consistent with its Regulation, which 

lucludes UnenfoTCsability as a Separate Basis for a Court Decision 
Trigger 

The Teva J court requested that FDA explain how ?DA*s decision that the Teva- 
Syntex. dismissal was not a court decision trigger was oonsistenl with FDA's legulalioa 
including unenforceability as a basis for the court decision trigger. Id. at 1009-10. Teva I 
suggested that FDA's position v/as "absurd" because FDA*s regulation included 
unenforceabiht)', but FDA refused to acknowledge a dismissal that had the apparent 
effect of unenforceability as a court decision trigger. Id. 



^ In the prav8Sl3tin case^ for exainpie, the district courl agreed with FDA that Bristol was estopped from 
suing ApoleK for mfiingement, bur for dinereni reasons. Compare Tsvc, 39B F, Supp. 2d at 3 92 n.6 
(frnding preclusion based on Bn'siorsropa'SeaUJliom having '*pj'event[cdj any reasonable appruhcnsion 
froiT! arismg'O; widi FDA *s Jime 28, 2005 leitBr al 4 (finding prechision based on Bristol 's repeated 
assurances that it had no intention to sue Apoiex for uifringcment). 
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FDA's regulation inleipvetingths oo-uil clecisioii trigger states that the trigger 
occurs [:m: "[t]he date of a decision of the court holding the reJevajil patent invalid. 
unenforceable, or not infrmged" 21 C.F.H. § 314.107(c)(1). FDA's inclusion of 
"urjenforceabJtj" in its regulation serves the salutary purpose of ei^couraging patent 
challenges based on unenforceability. See 59 Fed. Keg. at 50,339. The regulation, 
consistsnt with the statute, expressly requires that there be a court "decision" and a 
"holding" of unenforceability. 

FDA does not beh'eve that a patentee's statements concerning its intentions not to 
enforce a patentj even if refieoted ui the dismissal, constituie a court's "deciaioji . . . 
"holding" a patent unenforceable. As explained in section n.A.l., supra, FDA rejects an 
estoppel-based interpretation of the statute based on a patentee's representations. As 
noted, a declaratory judgment action can be dismissed for a variety of reasons, and such a 
dismissal cajinot uniformly serve as a proxy for a determination of preclusive effect. 
Even if a patentee's reprer>srUations have the apparent effect of rendering a patent 
unenforceable vis-^-vis a particular A.NI)A applicant, in the agency's view, a holding of 
unenforceability must result from a ccurt 's consideration of that issue on the merits, 
rather than FDA 's evaluation of the effect of a patentee's statement. The estoppel-based . 
approach t\miB the slatutory language on its head, by compelling FDA — rather than a 

court, as the iJtalute seemingly requires to effectively makts a "decision" and a 

^'holding*' of unenforceability. Such patent-related decisions are not within the agency^s 
expertise, nor does the statute require FDA to make those decisions. FDA*s statutory and 
regulatory inteipretation is not "absurd" because it is narrower than the estoppel-based 
standard. The agency's interpretation gives full tiYtiCl to each word of the &mxii& and 
regulation and vviJl providt greater certainty than the estoppel-based standard. 

3. FDA's interpretation is Consistent -with the FDA's i 80-day 
Exclusivity Guidance and the Granuiec Decision 

Teva I also concluded that FDA had not adequately explained its position on tlic 
Teva-Syntex dismissal with regard to (a) FDA's '^casc-by-case*' approach to exclusivity 
set forth in a guidance document, ISO-Day Generic Dmg Exclusivity under (he Hatch- 
Waxman AmeMdnients to the Federal Food, Drug, and CosmeCic Act (June 1 998) (1 SO- 
day exclusivity guidance); or (b) why the agency recognized a grant ofpartial summary 
judgriient of noninfringemsnt based on a patent holder^s sdmissian as a court decision 
trigger in Granuiec, Inc. v. Shalala, 1 39 R3d 889, 1 998 V/L 1 534 1 (4th Cir. Apn 3, 
1998) (unpublished opinion), but did not consider the Teva-Syntex dismissal for lack of 
subject matler jurisdiction a court decision trigger even though it too arose fiom' 
statements made by the innovator. Id. at 1010-1 L 

The regulatory landscape has changed dramatically since FDA's original 
dstenminatJon that thsTeva-Syntex dismlsi^al did not constitute a court decision trigger. 
At that time, FDA was undertaking rulemaking and regulating directly from the statute in 
the interim, using a "case-by~case" approach to make its exclusivity determinations. See 
1 80-day exclusivity gaidauce. Teva /suggested that FDA had failed to adopt any 
pajf-tscular interpretation of the sialute, and also had not "abide! d] by the commitments it 
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made in the 'Guidance for Industry' as to how it would proceed until a new rulemaking 
was compJeted," Id. 

Just a few days after the Teva I decision, in proposing a ra\t, PDA rejected a 
suggestion that a disniissal for lack of jurisdiction based on a lack of case or controversy 
siiould constitute a court decision trigger. ISO-Day Generic Drug PA'clusivity in 
Abbreviated New Dioig Applications, 64 Fed. Heg. 42,873. 42,8^1 (Aug, 6, 1999) 
(proposed n:ile). Rather, the agency proposed a iSO-day '^triggering period/' during 
which ^crt would have Xo be either a favorabJe court decision or coniniercial marJ^eling 
of the drug, Id. -at 42^877,. If neither of those events occurred, the first ANDA applicant 
would lose its eligibility for exclusivity. Id. Under the "triggering pmod"' approach, 
wsubsequent applicants would not be blocked indefinitely from approval, and would thus 
presumably have no nee^d to seek to trigger exclusivity by bringing declaratory judgment 
actions and thereby raising the myriad issue;? that arose in the Teva litigations. Id. zi 
42,881, 

FDA withdrew that proposed rule in 2002, however, in part due to its belief that 
the Teva /**holding was directly at odds with the approach the agency proposed in the 
■ August 2999 proposed /-uJe to deal with dismis.';a].^ of declaratory judgnjent actions." 
1 80-Day Generic Dreg Exclusivity for Abbreviated New Drug Applications, 67 Fed. 
Reg. 66,593, 66,594 (Nov. I, 2002) (withdrawal of proposed rule) C'After careiul 
consideration of the comments on the August 1999 proposed i-uie and multiple couit ' 
decisions affecting the agency's interpretation of the provisions of the act relating to 1 80- 
day exclusivity and ANDA approvals, FDA has concJudsd that it is B.Tpr;>vQpxmit to 
withdraw the August 1999 proposed rale at this time.").' Poilowing EDA's witlidrawal of 
its proposed nile, Congress substantially arfiended the 180-day exclusivity provision in 
the MMA. See note 2, supra, FDA determined not to expend its resources crafting a 
regulation that would be vulnerable to challenge if it diverged from Tevalzn6 would in 
any event beconie less relevant in the near future duo to Congress's substantial revision 
of the 180-day exclusivity provision, which ultimately eliminated the court-decision 
trigger pro^/ision (but provided for forfeiture of exclusivity in certain circumstances).'^ 

Now, hovs/ever, PDA is independently interpreting the statute in accordance with 
the direction of the Te\^a III court. For all of the reasons explained above, FDA's 
interpretation h&r(: is flUly consistent with the statutory language and the extensive 
reg'ulatory and judicial history concerning the agency's treatment of the court decision 
trieaer issue. 



It bears noting !har one evem thai can trigger forfeiture under the MMA is a "a settlemeat or consent 
decree thai eniors a firiiil judgmeal rhst includes a Hnding that the patent is invalid or not infringed." 2) 
U.S.C. § 355(j)(5)(D){i)(])(bb)(BB){2aD5). As explained above, Uis MMA smendmenls do not apply to 
pravastatin except In one respect (see .nott: 2, supra) and are not at issue in this decision. The agency's 
detennination ro sppiy the "hoiding-on-rhe-merits" standsrd under the prs-MTvlA statute does not reflect an 
figerscy view as lo Ihe proper scope or interpretation ofllii^ ^orfci^Jre provision or any other forfeiture 
provision in the MMA. 
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Tern I also suggested that the Teva-Syntex dismissal should satisfy the court 
deaision trigger requirement because it "support[ed] estoppel to the s^une extent as (he 
grant of partial summary judgrnsnt at issue in GramUec:' leva /, 1 S2 p.3d at 1011. For 
the reasons explained in section ILA.l, supra, however, FDA does not believe that the 
oom-i decision trigger provision shoujd be Inlm-proiec] lo embrace dismissals based on 
underl)dng statements that have estoppel effect unless the decision evidences a court 
holding on the merits of the patent claima, Appl^ang the "holding-on-the-rnerits" 
intejprelation, it is dear that the Teva-Syntex dismissal was xnalsrially distinguishable 
from the decision at issue in Gramuec. 

The underlying decision m GmnuiecsM^s a memorandum .decision by the court 
granting amotion for paitial sunnnar^'-judgn-jent of noninfringement bavSed on the 
patentee's concession that the defendant's product did not infiinge. Glaxo, Inc. v. 
Boehringer Ingelheim Corp., No. 95-CV-01342 (D, Cozm. Oct. 1, 1996) (msmorandum 
decision). The court's grant of summar}' ji^dgrnent is clearly a holding on the meiits of 
patent noninfringement as a matter of law/ See Fed. R. Civ. Proc. 56(c) ("The judgment 
sought shall be rendered foiihwirh if the pleadings, depositions, answers to 
interrogatories, and admissions on file, together with the affidavits, if ajiy, show that 
there is no genuine issue as to any material fact and that the moving party is entitled to a 
judgment as a matter of lav/."). In contrast, the Teva-Syntex case was dismissed on 
junsdictional grounds based on Teva's lack of a reasonable apprehension of suit. Se.e 
leva I, \ 82 P.3d at .1004. Once the court recognized that i! lacked jurisdiction, it 
appropriateiy refused to decide ^t merits of the case and granted S)iitex's motion to 
dismiss, TviX^%, FDA's textually^based interpretation is entirely. consistent with its 
detemiination that tlaere was a court decision trigger in Granutec^ but not in the Teva- 
Syntex case. 

B. FDA's Interpretation is Most Facially Supportabie and is Consistent with 
Important Policy GoaU- of Regulatory Clarity and Certainty 

The legislative history for the Hatch-V/axman amendments clearly reflects a 
congressional intent to expedite approval of generic drugs and promote competition in the 
dmg marketplace, H.R. Rep, No. 98-857, Pt, 1, 98th Cong., 2d Sess, at 14-15, reprinted 
in 1 984 U.S.CC.A.N-. 2647-48. However, to achieve these policy goals, Congx-ess 
established a regime that depends on ANDA applicants to challenge drug patents to 
enable earJierapprovai of generic drugs and, thereby, promote competition. Congress 
clearly believed that ANDA apphcants Jieeded an incentive beyond the prospect of earlier 
generic markel entiy to take on the litigation risks associated with challenging dmg 
patents. This Congressional belief is rnaruTested in the statutory provision for 180-day 
excJusivity under section 505(j){5)(B)(iv), 
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Aielativdybroad interpretation of the court decision trigger, such as the estoppel 
standard, makes it easier to trigger 1 SO-day exclusivity. In any specific case^ this may 
sp^ed approval of subsequent ANDA applicants and» therefore, competition in the 
markeEplace. However, a relatively broad trigger for 180-day exclusivity couJd diminish 
the value of 180-day exclusivity to ANDA applicants, and Hius it might also reduce the 
Incentive for ANDA applicants to challengs an ianovator's patents. A relatively narrow 
interpretation, such as the *'holding-on-the-rnerits" sland'ard, may slow approval of 
subsequent AN'DAs and competition in a specific case. It coufd, however, make 
exchisivity more valuable, and thus make patent challenges max^ common overall. In 
any event, the legislative history offers little if any guidance as to whioh inteipretation 
Congress niiglit have prefeired, and thus it is appropriate to apply the interpreta.tion most 
consistent with the plain language of the provision. Sae, e.g., Teva, 410 F.3d at 54. 

In the absence of clear Congressionai intent to promote another policy ohjective, 
the Bgency considers clarity and certainty of cn'ticaf iniportance. Because of the huge 
nnancial consequences that result from gaining or losing six months of ANDA marketing 
exclusivity, drug companies have creatively construed the FDCA and relevant court 
decisions to gain whatever marketing advantage they can. Thh dynamic h demonstrated 
with remarkable clarity by Apotex's and Teva's having taken legal positions with respect 
to the Apotex-Brislol dismissal that are diametrically -opposed to their positions in the 
original Teva litigation during 1999 and 2000. This change of positions is not surprising 
because their roles are reversed: with respect to pravastatin, they each occrjpy the seat 
the other occupied with respect to ticlopidine. Indeed, the parties' (as well as the Generic 
Pharmaceutical Association's) disparate policy arguments for and against easier 
triggering at different times underscores that there may be no clearly preferable position 
from impolicy perspective, See, e.g., Teva Pharms. USA, Inc. v. FDA,~No. 05-1469 
(D.D.C) (0pp. of Inter^'enor-Defendant Apotex Inc. to Mot, of Generic Pharmaceutical 
Ass'n for Leave to File Brief as Amicus Curiae, at 2-4, filed Sept. 9, 2005) (noting that 
the Generic PhannaceuticaJ Association has made policy arguments both for and against 
a broad inteq^retaiion of the court decision trigger in different cases). 

The stipulated order dismissing the Apotex-Bristol case could reasonably be 
viewed as an effort to tailor a dismissal order to satisfy the estoppel standsj-d discussed in 
Teva L It includes a statement on i\s face that Bristol had committed not to sue Apotex 
for patent infi*mgement. It expressly states that the case is dismissed for lack of subject 
matter Jurisdiction on the ba.sis of Bristol's assurances. Nevertheless, Teva challenged 
the agency's detennination on m.ultiplc grounds, including whether BristoFs statements 
had estoppel effect and whether the order constituted a decision of a court as a matter of 
federal civil procedure lav// 



'' The sgcnQ-y's bn'tif on appeal lo the Tavn JIJ court ijodicaJcJS the porenhaDy rayriad compjexih'cs of 
atterupling to cppjy an estoppcrbassd standard; 

The considerations that the district coiirl-'s decision make a-jciai - whetl-ier iSie dismissal for lack: . 
ofjunsdiction rfisulred from a motion or a Ktipulation, wheiher the disniissal w?.s effsctftd -uDder 
one proccdura] nilc or anoihcr, whether the disniisssl recites that the coujt found "good cause*' for 
it, whether the caurL considered p^^tr^ beyond Uie motion or stipulslion itself, whether the coim - 
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FDA'5 experience suggests ihat drug oompames wiJI cofiiinue to Jirigate ov&r 
exclusivity issues -whonovw the porehlia! financial rev/ards are suffkienlly high. Were 
FDA to adopt a standard less objective and clear than the ''holdlng-or.-lhe-merits" 
standa-d, the opportunities for disputes regarding the tripping of the couri: decision trigger 
wouJd increase. Fuilher, it seems reaso.nab]e to assume that applicants ai'e rnore likeiy to 
conclude thai their chances of succejss in court are better in c^n^scs coDceming patentee 
estoppel because of FDA's lack of expertise on this issue. 

It is In the pubJic's interestj as weJJ as PDA's own interest^ to have excJusivity 
triggering determinations governed by a legal regime that is clear and easily 
ad/ninistered. Encouraging highly-interested and well-financed litigants to pxirsue ever- 
hncT distinctions, ever farther removed from the language of the statute and from its 
pui7:30ses, does not advance the pvbhc's interest, 11 offers no guarantee of more r^pld 
generic dmg approvals, only a high likelihood of delay due to litigation, and the prospect 
that this area of law will remain annecessarily unstable, thus underniiniTig n:iark.etplace 
certainty and interfering with business planning and invojjtment. 

C. Application of FDA's Interpretation to ihe Apotex-Bristol Dismissal 

Under FDA*s inter^-jretationj it is cieai that the July 23, 2004^ stipulated order 
dismissing the Apotex-Bristo) declaratory judgment action is not a court decision 
"holding'' that the subject patents are invalid, not infringed, or unenforceable. Nov/hers 
on the f^ce of the order is there such a detennination by the court regarding any of tiie 
patents at issue. Even if Bristol's assurances to Apotex, incorporated into the dismissal 
order, were later determined by a court to estop Bristol from suing Apotex for . 
infringement, the July 23, 2004 dismissal itself does not contain a holding on the merits 
of patent invalidity, noninfringement, or unenxorceabiUty — the issues speci^ed by 
Congi'ess in the statute (and FDA by reguladon). Indeed, the dismissal order maices clear 
that the case was dismissed forproceduraj reasons (lack of subject matter jurisdiction) 
based on Bristol's representations without a holding on the merits of Apotex's 
declaratory Judgment patent claims. 

FDA has thus concluded that 1 80-day exclusivity for pravastatin was not 
triggered by the July 23, 2004 dismissal, Absent a material change in circumstances, 
FDA intends to approve cnlythose AND As eJigibie for iBO-day exclusivity for 
pravastatin when the '227 patent (including its period of pediatric exclusivity) expires on 
April 20, 2QD6. Approvals of ail other pravastatin AND As will be dela3^ed for 1 SO days 
after exclusivity has been triggered.'^ 



he!ct -a hearing, and the Ukt - . , b(^nr no refarionslu'p ei,*-her to v/heiher the decision "iioid[sj (he 
patent ... to be invalid or not infringed" . , . , 

Br. for ths Federal Appelianfi- at 54 (fiJed Dec, 22, 2005). 

'" Apotex asserted that ihe Apoiex-Bristol dhmissal applied to the 1 rng, 20 mg, 40 mg, and SO m$ 
jtr&ngths of piavasinnn. Because FDA has derermiacci that ihe Apoicx-Brislol dismissal docs no( qualify 
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III. Conclusion ' " 

FDA inttirprets the court decision trigger provision to recjuirs a decision of a court 
that on its face evidences a holding on the inerits of patent noniiifringernent, invalidity, or 
unenforceability. The July 23, 2004, Apoiex-Bristol dismissal does not contain such a 
holding. FDA therefore denies Apotex's request for an agency determination that 180- . 
day exoiusivity for pravastatin has been triggered and rjn. 

Sincerely, 



^^2fW^fe^^ 



GaryBuehler 

Director 

Office of Generic Dmgs 

Center for Dnig EvaJuiJtion and Research 



as a court decision trigger for any strength of (sravasialijn, FDA noed not dsc\&<^ (tind IhU decision sho-uld 
not bt consinitd as dftciding) wheihcr the dismiss^! order ciiOQmpnsscci aJI foar sirep.gtiis. 
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June 23, 2006 



Mr. GSry Buehler, Director 

Office of Generic Drugs 

Center for Dmg Evaluation and Research 

Food and Drug Administration 

Metro Park North 11 

7500 Standish Place, Room 150 

Rockville, MD 20855-2773 



NEW CORRESPONDENCE 



Kc 



r 



Re: ANDA No. 76-628. Ondansetron Hydrochloride Tablets. 4 me and 8 mg 

Dear Mr. Buehler: 

Mutual Pharmaceutical Company, Inc. ("Mutual") is submitting this letter to request that the 
Agency acknowledge that there has been a "court decision" of non-infringement concerning U.S. 
Patent No. 5,344,658 ("the '658 patent") for Ondansetron Hydrochloride Tablets, 4 mg and 8 mg 
("Ondansetron Tablets"). We further request that the Agency confirm that such court decision 
triggered the 1 80-day period of exclusivity for the '658 patent as it relates to the approval of 
ANDAs for Ondansetron HCl Tablets. 

The court decision at issue was entered by the District Court for the Eastern District of Virginia 
on July 1 8, 2003 . Mutual notified the Agency of the decision in a Patent Amendment dated 
August 6, 2003 (attached as Exhibit A hereto). Mutual is writing again, now, to demonstrate that 
the court decision at issue satisfies the test set forth in the Agency's letter ruling to Apotex, Inc. 
dated April 1 1, 2006 (ANDA 76-341), which was upheld by the United States Court of Appeals 
for the District of Columbia Circuit in Apotex, Inc. v. Food and Drug Administration, 2006 WL 
1 528871 p.. Cir., June 6, 2006). 

I. Factual and Procedural Background 

GlaxoSmithKline ("Glaxo") sells Ondansetron Tablets under the brand name Zofran. We 
imderstand that Dr. Reddy's Laboratories submitted an ANDA with respect to U.S. Patent No. 
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5,344,658 no later than June 2001, and was likely the first ANDA applicant to submit a 
Paragraph IV certification with respect to the '658 patent. Mutual is the sponsor of the above- 
referenced, subsequently-filed ANDA for ondansetron tablets containing a Paragraph IV 
certification against the '658 patent. 

On May 14, 2003, Mutual filed a Complaint against Glaxo in the Eastern District of Virginia, 
seeking a declaratory judgment of noninfringement of the '658 Patent. The action was captioned 
MutualPharm, Co. v. GlaxoGrp. Ltd., e/a/.,No.3:03 CV 426 (E,D. Va, 2003) (complaint 
attached as Exhibit B hereto). 

On June 9, 2003, instead of moving to dismiss the Complaint, Glaxo filed an Answer and 
Affirmative Defenses, m which it admitted that (a) Mutual' s tablets "would not, if made, sold or 
offered for sale, infringe any valid and enforceable claim of the [Glaxo] Patent*'; and (b) the 
"importation and use of ondansetron hydrochloride API for making [Mutual's tablets] would not 
infringe any valid and enforceable claim of the [Glaxo] Patent." Answer *|H[ 45, 46 (Exhibit C 
hereto, admitting Complaint ^ 45, 46). 

In light of the admission contained in Glaxo's letter. Mutual and Glaxo executed a Covenant Not 
to Sue and Stipulation of Non-Infiingement ("Covenant") in July 2003. The Covenant reiterated 
the admission contained in Glaxo's Answer, stating, that (a) Mutual's tablets "do not infringe, 
and if imported, manufactured, used, sold, or offered for sale in the United States would not 
infringe, any claim of [Glaxo's] patent," and (b) "Glaxo will not sue Mutual. . . or its distributors 
or customers for infringement of the. . . patent based on the importation, manufacture, use, sale 
or offer for sale" of Mutual's tablets. Covenant, T[1[ 1,2 (attached to Exhibit D hereto). 

On July 1 8, 2003, District Judge Richard Williams' entered an Order that, on its face, reflected 
that Glaxo had made a substantive admission of non-infringement: 

The Complaint. . . is dismissed with prejudice for lack of subject matter 
jurisdiction based on the Covenant Not To Sue and Stipulation of Non- 
Infringement, . . which is incorporated herein by reference and filed herewith. 

Stip. f 1 (Exhibit D hereto) (emphasis added). Judge Williams in fact directly attached the 
Covenant to his Order, and filed it together with his Order. Id Judge Williams' Order, 
therefore, expressly incorporated by reference Glaxo's admission that Mutual's Ondansetron 
Tablets "do not infringe, and if imported, manufactured, used, sold, or offered for sale in the 
United States would not infringe, any claim of [Glaxo's] patent." Covenant, ^ 1 (attached to 
Exhibit D hereto). 
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IL The Court Order Dismissing Mutual's Declaratory Judgment Action is a "Court 
Decision'' Because it Reflects on Its Face a Holding of Noninfringement 

Judge Williams' July 18, 2003, Order is a "court decision" under 21 U.S.C. § 3550)(5)(B)(iv)(II) 
as interpreted by the Agency. That is, Judge Williams' Order is the "decision of a court that on 

its face evidences a holding on the merits that [the '658] patent is. . . not infringed " FDA 

letter ruling to Apotex (ANDA 76-341) dated April 1 1, 2006, at 6. 

While Judge Williams' dismissal of Mutual's complaint occurred in the context of a motion to 
dismiss, and not a motion for summary judgment, it nonetheless satisfies all three prongs of the 
"court decision" test announced in the Agency's April 11, 2006, letter to Apotex. First, the 
dismissal rests on the court's express adoption of Glaxo's admission that Mutual's Ondansetron 
Tablets "do not infringe, and if imported, manufactured, used, sold, or offered for sale in the 
United States would not infringe, any claim of [Glaxo's] patent." Covenant, \ 1 (attached to 
Exhibit D hereto). In that respect it is identical to the court's order in the Boehringer Ingelheim 
decision. The similarity between Judge Williams order and that entered in the Boehringer case is 
discussed in additional detail below. Second, the holding appears on the face of the decision and 
on the face of the attached and incorporated Covenant. FDA need not look beyond the face of 
the order and the documents incorporated therein by reference in order to make its determination. 
TWrd, the dismissal has all of the substantive features of a holding on the merits of 
noninfringement, rather than merely the jurisdictional absence of a case or controversy. Judge 
Williams' dismissal is therefore a "court decision" as defined by the FDA' s April 1 1 , 2006, letter 
ruling. 

Judge Williams' decision is substantively indistinguishable from the dismissal in the Boehringer 
litigation, which, the Agency has confirmed, constitutes a "court decision" under the test set 
forth in the Agency's April 1 1, 2006 letter. That decision provided as follows in its entkety: 

Defendants have moved for partial sxmimary judgment as to Plaintiffs' 

[infringement] claim Based on Plaintiffs' express concession that 

Defendants' product does not infringe. . . Defendants' Motion for Partial 
Summary Judgment on this claim is GRANTED. So Ordered. 

Glaxo, Jnc, v. Boehringer Ingelheim Corp., No. 95-CV-01342 (D. Conn. Oct. 7, 1996). 

In the Boehringer case, the Court's one-paragraph memorandum decision rested enthely on 
Plaintiffs' concession of non-mfiingement. The same holds true in the case of Judge Williams' 
order, which was entered based on Glaxo's express concession in its Answer that Mutual's 
product does not infringe. Judge Williams' order is therefore indistinguishable from the 
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Boehringer dismissal.^ 

By contrast, Judge Williams* decision is distinguishable from the dismissal order in the 
pravastatin litigation between Apotex and the Bristol-Myers Squibb Company ("Bristol"), which 
litigation culminated in the D.C. Circuit's dtcxsionm Apotex, Inc. v. FDA, et a/., No. 06-5105 
(June 6, 2006). In that case, (i) the parties moved to dismiss for lack of case of controversy 
before an answer was filed, and (ii) the dismissal was without prejudice. Teva Pharms,, USA, 
Inc. V. FDA, 398 F. Supp, 2d 176, 180 (D.D.C. 2005). That is, unlike in the instant case, the 
Defendant EMS never conceded that the Plaintiffs' products were noninfringing, and no judge 
ever made a ruling of noninfringement. As well, the stipulation of dismissal in that case did not 
indicate that the dismissal was with prejudice, Id. at 181, whereas the dismissal in the instant 
case was with prejudice. 

Finally, we note that this case presents none of the administrative convenience concerns 
discussed by the Agency in its April 11, 2006, letter and in its pleadings in the ^/?ofex matters. 
Judge Williams' dismissal order clearly and concisely indicates that it is based on Glaxo's 
admission of noninfringement. All of the relevant information for purposes of the Agency's 
analysis is presented on the face of Judge Williams' order and in the Covenant attached to and 
filed wdth the order. Far from creating a need for the Agency to tax its resources and rule upon 
complicated legal issues. Judge Williams' dismissal presents the Agency with the opportunity to 
quickly and easily determine that the "court decision" trigger has been satisfied 

HI. Conclusion 

Accordingly, Mutual respectfully requests that the Agency deem the date the court ordered 
Mutual's declaratory judgment dismissed, July 18, 2003, as the date of a court decision 
triggering the 1 80-day exclusivity period based on the '658 patent for Ondansetron 
Hydrochloride Tablets, 4 mg and 8 mg. 



Very truly yours. 




Robert Dettery 

Vice President, Regulatory Affairs 

Mutual Pharmaceutical Company, fric. 

^ ' Any possible argument that Judge Williams' order is distinguishable from the 
dismissal in Boehringer because the fomier was issued.in the context of a motion to dismiss 
instead of a motion for summary judgment must fail. The circumstances and results of dismissal 
in the case at issue and the Boehringer dismissal are the same, and to distinguish between them 
on this bare procedural basis improperiy and imnecessarily elevates form over substance. 
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UnKed Research Uboratories, Inc. 
Mutual Pharmaceutical Company, Inc, 

MUTUAL 1100 Orthodox street 

Philadelphia, PA 19124 



URL 



215-288-6500- 
www.urinnutual .com 



August 6, 2003 



Mr. Gary Buehler, Dirertor 

Office of Generic Drugs 

Center for Drug Evaluation and Research PATENT AMENDMENT 

Food and Drug Administration 

Metro Park Nortli II 

7500 Standlsh Place, Room 1 50 

Rockvilie,MD 20855-2773 

Re: ANDA No. 76-628, Ondansetron Hydrochloride Tablets, 4 mg and 8 mg 

Dear Mr. Buehler: 

Mutual Pharmaceutical Company, Inc ("Mutual") Is submitting this Patent Amendment 
to notify the Agency that Mutual obtained a court decision that triggers the 1 80-day 
period of exclusivity based on U.S. Patent No. 5,344,658 ("the *658 patent") for 
Ondansetron Hydrochloride Tablets, 4 mg and 8 mg. 

Specifically, on July 18, 2003, Mutual obtained a court order that dismisses Its action 
for a declaratory judgment of noninfringement brought against the '658 patentees, 
Glaxo Group Limited and Smithkllne Beecham Corporation ("ClaxoSmithKline"). That 
court's order— on Its face— states that the action \s dismissed with prejudice for lack 
of subject matter jurisdiction based on the "Covenant Not to Sue and Stipulation of 
Non-infringement of U.S. Patent No. 5,344,658." (Ex. A, 7/1 8/03 Order & Covenant) 
(emphasis added). Because this dismissal has preclusive effect, It constitutes a court 
decision that triggers the 1 80-day exclusivity period based on the *658 patent. 

Background 

On December 30, 2002, Mutual submitted the above referenced Abbreviated New Drug 
Application ("ANDA") seeking approval to market a generic version of the reference- 
listed drug Zofran® (ondansetron hydrochloride) Tablets, 4 mg and 8 mg. That ANDA 
contained— and still contains— a Paragraph IV certification for the *658 patent. After 
receiving the ANDA's filing receipt on January 2, 2003, Mutual sent notice of its 
Paragraph IV certification to the NDA holder and the '658 patent's owner, 
GlaxoSmlthKllne, as required under 21 U,S.C. § 3550)(2)(B)(l)"(ii); 21 CF.R. § 3 14.95(a)- 
(c), ClaxoSmlthKIIne chose not to sue Mutual for patent infringement within the 45-day 
period provided under 21 U.S.C. § 355(j)(5)(B)(lli). 

After the 45-day period expired, Mutual commenced an action against ClaxoSmithKiine 
for a declaratory judgment of noninfringement of the '658 patent. (Ex. B, 5/14/03 
Complaint). GlaxoSmithKline answered Mutual's complaint with an admission that 
Mutual's Ondanestron Hydrochloride Tablets described in ANDA No.. 76-628 do not 
infringe the '658 patent's claims. (Ex, C, 6/10/03 Answer, 11 45-46) 
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As a result, on July 8, 2003, ClaxoSmithKllne and Mutual entered Into the "Covenant 
Not to Sue and Stipulation of Non-infringement of U.S. Patent No. 5,344,658." (Ex. A, 
7/\ 8/03 Order & Covenant) Among other tilings, the Covenant and Stipulation states: 

1 . The ondansetron hydrochloride tablets that 
are the subject of and described in Mutual's ANDA No. 76- 
628 do not infringe, and if imported, manufactured, used, 
sold or offered for sale in the United States would not 
infringe, any claim of the '658 patent. 

2. ClaxoSmlthKline will not sue Mutual, as 
defined herein, or Its distributors or customers for 
infringement of the '658 patent based on the importation, 
manufacture, use, sale or offer for sale of ondansetron 
hydrochloride tablets that are the subject of and described 
in ANDA No. 76-628. 

(Ex. A, Covenant, at 2) 

The parties subsequently filed a motion to dismiss Mutuai's declaratory judgment 
action based on the Covenant and Stipulation. On July 1 8, 2003, the court granted 
that motion and ordered the case dismissed with prejudice. (Ex. A, 7/1 8/03 Order & 
Covenant) The order expressly states— on its face— that the dismissal is based on the 
"Covenant Not to Sue and Stipulation of Non-infringement" entered into by Mutual and 
ClaxoSmlthKline, li at 1 . 

The July 18, 2003 Order Dismissing Mutual's Action 

for a Declaratory Judgment of Noninfringement 

of the '658 Patent Is a Court-Decision Triaoer 

A generic company's 1 80-day marketing exclusivity period is triggered by the eariier of 
one of two events: (1) the date the FDA receives notice from the applicant of the first 
commercial marketing of the drug; or (2) the date of a court decision holding the 
patent that is the subject of the paragraph IV certification is invalid or not infringed. 
21 U.S.C § 355(j)(5)(B)(lv). 

A. Definition of a Court-Decision Trigger 

FDA*s regulations concerning the nature of a "decision of a court" were invalidated in 
Mvlan Pharm- inc. v. Shalala . 81 F. Supp. 2d 30 (D.D.C. 2000) (ruling that "a decision 
of a court" means the first court that renders a decision finding the patent invalid or 
not Infringed), Another court went further and said that Congress Intended for "a 
decision of a court" to mean all court decisions "whether subsequently vacated, settled, 
appealed or otherwise mooted," Mylan Pharrp.. inc. v. Hennev , 94 F. Supp. 2d 36, 52 
fP.D-C. 200Q). vacated as moot , Pharmachemie B,V. v, Barr Labs.. Inc. . 276 F.3d 627 
(D.C. Cir. 2002). 
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FDA stated that until It promulgates new regulations, It wfll regulate from the statute 
and applicable FDA regulations to make exclusivity determinations on an issue-by- 
Issue basis. 67 Fed. Reg. 66,593, 66,594 (Nov. 1 , 2002). To date, the Teva cases are 
the only cases that provide guidance as to what type of court decision will satisfy the 
court-deci$[on trigger. According to the Teva cases, the key to whether a court 
decision triggers exclusivity lies in that decision's preclusive effect. Thus, if an order 
dismissing a declaratory judgment of noninfringement has preclusive effect, then it 
constitutes a court-decision trigger. 

B. Under the Teva Cases, the Dismissal of a Declaratory 
Judgment Aalon Is a Court-Decision Trioaer If It Has a 
Preclusive Effect 

In Teva Pharm, USA, inc, v, FDA , 1 82 F.3d 1 003, 1 01 2 (D.C. Cir. 1 999), the Court of 
Appeals for the District of Columbia reversed the district court's denial of Teva's 
request for injunctive relief that recjuired the FDA to recognize the dismissal of a 
declaratory Judgment complaint as a court-decision trigger. \± at *1 004. According to 
the D.C. Circuit, FDA's actions were arbitrary and capricious because it had taken an 
Inconsistent position in an earlier case (the Boehrinaer case) ' where it recognized a 
partial summary judgment as a court-decision trigger, id^ at 1 01 2. 

In Teva V. FDA . Teva sought to trigger the first generic applicant's exclusivity by arguing 
that the dismissal of its declaratory Judgment complaint for lack of subject-matter 
jurisdiction based on the patentee's admission qf noninfringement constitutes a court- 
decision trigger. 1 82 F.3d at 1004. The FDA refused to recognize the dismissal as a 
trigger because it did not consider it to be a decision on the merits. l± at 1 004. 

The D.C. Circuit explained that a court decision can take several forms and that Its 
significance lies in its preclusive effect, ii at 1 007-08. It stated that Teva's dismissal 
was not a typical dismissal for lack of subject matter jurisdiaion. id. at 1 008. Instead, 
the court dismissing Teva's action had to make a predicate finding that the patentee 
would never sue Teva for infringement, jd, at 1008-09. Thus, the dismissal sufficed to 
estop the patentee from suing Teva for patent infringement, jd, at 1 009. Because the 
FDA failed to explain how Teva's dismissal differed from a grant of partial summary 
judgment, the D.C, Circuit remanded the action to give the FDA an opportunity to 
explain. Id. at 1012, 

On remand, the FDA tried to reconcile its refusal to recognize Teva's dismissal with the 
grant of partial summary judgment in the Boehrlnqer case. Teva Pharm. USA Inc. v. 
FDA . Civ, No. 99-67, 1 999 WL 1 042743 at*l , *5-6 (D.D.C. August 1 9, 1 999) (Teva II"). 
The FDA based its arguments on the fact that the partial summary Judgment was an 
actual decision on the merits whereas Teva's dismissal was not. JcL According to FDA, 
it should not have to go beyond the court order to determine the underlying rationale 
for the court decision. Teva 11 . 1 999 WL 1 042743, at *5. FDA argued that it lacked the 
expertise to make accurate determinations about the legal effea, such as estoppel, of 
patent representations that are embodied In a court decision, id. Because the reason 



^ ^ See, Glaxo v. Boeb ringer In ^elheim Corp. . 954 F. Supp. 469 (D. Conn, 1996). 
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for leva's dismissal was not apparent on Its face; and there was no memorandum that 
explained the basis for the order, the FDA declined to consider it a court decision. Id^ 

The district court rejected FDA's arguments as form over substance. \± at *6. Teva 
provided the FDA with the court's order dismissing the action and tlie patentee's 
concessionary letter that operated to forever estop it from suing Teva for infringement. 
Teva II , 1999 WL 1 042743 at *5 (emphasis added). According to the court, this was 
not a case were a "great deal of sophisticated legal analysis is required." id, It 
determined that in *'in light of the Court of Appeals' finding that the significance of a 
triggering court decision lies in its estoppel effect, it is unreasonable for the FDA to 
refuse to make even a cursory Inquiry into the. ..court's order." Id. Thus, the court 
ruled that Teva's dismissal is a court-decision trigger and the FDA's refusal to 
recognize it as such was arbitrary and capricious. Jd. at *6-7. 

C. The Order Dismissing Mutuai's Declaratory judgment Action 
Is a Court-Decision Trigger Because It i^as Preclusive Effect 

Here, like In leva, ClaxoSmithKllne Is forever estopped from suing IWIutual for 
infringement based on its ANDA for ondansetron tablets. (Ex. A, 7/1 8/03 Order & 
Covenant) Moreover, unlike the dismissal in Teva . the reason for dismissing Mutual's 
deciaratoryjudgment Is evident in Its face. Mutual's order expressly states that the 
dismissal is with prejudice based on the "Covenant Not to Sue and Stipulation of Non- 
infringement." (Ex. A, 7/18/03 Order & Covenant) (emphasis added) Thus, there is no 
need for the FDA to make sophisticated legal analysis to determine the preclusive 
effect of the court's order. The basis for the dismissal is evident on the order's face. 

Accordingly, Mutual respectfully requests that the Agency deem the date the court 
ordered Mutual's declaratory judgment dismissed, July 18, 2003, as the date of a court 
decision triggering the 1 80-day exclusivity period based on the *658 patent for 
Ondansetron Hydrochloride Tablets, 4 mg and 8 mg. 

A copy of this Patent Amendment Is being provided to the FDA, Philadelphia District. 



Sincerely, 




Robert Dettery 

Vice-President, Regulatory Affairs 

Mutual Pharmaceutical Co., Inc. 

Exhibits (3) 



Cc: K- Campbell, PHi-DO 



Patent Aracnd2.doc 



Case 1:06-cv-01890-RMC Document 12-6 Filed 11/17/2006 Page 10 of 34 



UNITED STATES DISTRICT COURT FOR THE 

EASTERN DISTRICT OF VIRGINIA 

RICHMOND DIVISION 

MUTUAL PHARMACEUTICAL COMPANY, INC, ) 



Plaintiff, 



V. 



GLAXO GROUP LIMITED and 
SMITHKLINE BEECHAM 
CORPORATION, dTh/a 
GLAXOSMITHKLINE, 



Defendants. 



Case No. 



j;o^v<^^0 












IWr|42D03 



.1" 



CL EHK. uTs. D^i; -T.ibf COURT 



COMPLAINT 

Plaintiff Mutual Phannaccutica] Company, &ic. ("Mutual"), for its con^laint against 
defendants Glaxo Group Dmited and SmithKIincBeecham Coiporation> doing business as 



GlaxoSmithKIinc, alleges as follows: 



THE PARTffiS 



1, Plaintiff Mutual Phannacculical Company, Inc. CMutual*') is a Pennsylvania 
corporation having a principal place of business at 1 IQO Orthodox Street, Philadelphia, 

Pennsylvania, 

% On information and belief, defendant Glaxo Group limited ("Glaxo") is a 
corporation organized under the laws of England having a registered office at Glaxo Wellcome 
House, Berkeley Avenue, Gieenford, Middlesex UB6 ONN, England 

3- On infoimation and belief, defendant SniithKline Beechara Corporation ("SKB") 



is a Pennsylvania corporation conducting business under the name GlaxoSmithKIinc with a 
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principal place of business at 5 Moore Place> Research Triangle Paric, North Carolina 27709. 
Defendants Glaxo and SKB arc hereinafter lefcrrcd to collectively as GlaxoSmidiKIine. 



■TURISDICnON AND VENUE 

4. This action for declarator judgment arises under the patent laws of the United 
States, 35 U.S.C. §§ 1 et seq, and 21 US,C. § 355. Jurisdiction is proper under 28 U.S.C §§ 
1331 and 1338(a), 35 U-S.C. § 271(c)(2) and the Declaratory Judgment Act. 28 U.S.C. §§ 2201 
and 2202. This is a case of actual controversy within Ae Court's jurisdiction seeking a 
declaratory judgment of non-infringement of U.S. Patent No. 5,344,658 (*'thc *658 patent**)- 

5. On infonnation and belief, defendants Glaxo and SKB purposely avail themselves 
of the privilege of doing business as GlaxoSmjthKIine within the Commonwealdi of Virginia 
and in this District 

6. On information and belief, defendant SKB maintains offices in this District, doing 
business as Glaxo Wellcome at 506 Kentucky Avenue, Alexandria, VA. 

7. SKB maintains a registered agent for service of process in this District at 11 S, 
12* Street, ^chmond, Viiginia. 

8- On information and belief, defendants Glaxo and SKB maintain such continuous 
and systematic contacts with the Commonwealth of Virginia and this Division of this District by 
conducting substantial, regular and s>^tcmalic business therein through marketing and sales of 
thdr pharmaceutical products, including Zofran® — GlaxoSmithKline's product relevant to this 
lawsuit— to allow this Court to reasonably exercise p^isona] jurisdiction over them. 
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9. Venue is proper in this District as to Glaxo under 28 U.S.C. §§ 1391(d) in that 
Glaxo is an alien corporation. Venue is proper in ttds District and Division as to SKB under 28 
U.S.C. §§ 1391(b) and (c) and 1400(b), in that, on information and belief, defendant SKB 
maintains offices in this District and Dividon, ddng business as GlaxoSmithKIine, SKB 
maintains a registered agent in this Division, and SKB markets and sells its phamiaccutical 
products to healthcare providers in this Division. 

BACKGROUND 

10. On information and belief, GlaxoSmithKlinc develops, manufactures and markets 
branded pharmaceutical products. Typically, branded drugs arc those that are subject to approval 
by die United States Food and Drug Administration ("FDA**) of a New Drag Application 
CNDA"). Once approved, such products generally arc referred to as •'brand-name" or "branded" 
drugs because they are marketed under a trade name or trademark for the drug product, rather 
than^ the chemical name for the active phannaccutical ingrcxiicnt ("APF) in the drag product. 

11. Mutual develops, manufactures and markets generic drag products. A generic 
drug product is a version of a branded drug that is generally sold using its chemical name; 

without a trade name or trademark. 

■ * 

The Hatdb-Waxman Act 

12. The I)nig Price Competition and Patent Term Restoration Act of 1984, Pub. L. 

No. 98-417, 98 Stat. 1585 (1984) (codified as amended at 21 U.S.C. § 355 (1994) and 35 U.S.C. 
§ 27I(dHh) (1995)), known as the Hatch-Waxman Act, was enacted in 1984 to permit generic 
companies to seek expedited approval to market generic versions of previously approved brand- 
name drags by filing an Abbreviated New Drug Application ("ANDA'O. As a condition for 



/^ 
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■ 

approval, the FDA requires that an ANDA applicant establish bioequivalcncy between its 

generic version and a previously approved bxand-namc drug. 

13. As a mechanism for resolving patent disputes, the Hatch-Waxman Act requires 

that a brand-ntoie drug manufacturer submit information about certain patents associated with its 

branded drug. In particular, the brand-name drug manufacturer must file "the patent numbo" and 
the expiration date of any patent which claims the drug for which the applicant submitted the 
application or which claims a mefliod of using such drug and with respect to which a claim of 
patent infiingement could reasonably be asserted if a person not licensed by the owner engaged 
in the manufacture, use, or sale of Ae drug." 21 U.S.C, §355(bXl). 

14. The FDA lists the patent information, including each patent number and 
expiration date, provided by a brand-name drug manufacturer in a publicatioii entitled, 
"Approved Drug Products with Tliocapeutic Equivalence Evaluations" (known throughout the 

industry as the "Orange Book'*)-. 

15. In its ANDA, an applicant must address the Orange Book patent information^ In 
particular, the Hatch-Waxman Act requires an ANDA applicant to submit one of four patent 
certifications: 

• a Paragraph I certification stating that no patent information 
has been filed for the approved drug; 

• a Paragraph n certification stating that the patent has 
expired; 

• ' a Paragraph III certification stating that the patent will 

cxjrirc on a certain date (and that the ANDA applicant does 
not seek approval before that date); 

. a Paragraph IV cotification stating that the patent is invalid 

and/or will not be iofiinged. 

21 U.S.C. § 355(j)(2)(A)(viiXI>(IV). 
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16. If an ANDA applicant files a "Paragraph TV* certification stating that it believes 
that an unexpiii^ patent associated with the branded drug is invalid, unenforceable, and/or not 
infringed by its proposed generic product, a statutory framework governing the approval process 
is triggered. 21 U.S.C, § 355(iX2)(A)(vii){IV); 21 CP.R, § 314.94(a)(12)(i)(AX4). 

17. The ANDA applicant must give a Notice of the Paragraph IV" certification to 
the patentee and owner of the NDA under which the corresponding branded product is sold 21 
U:S.C. § 355(j)(2)(B)(i)(I): 21 CJ?-R. § 3I4.95(a)-(b). That Notice should include a detailed 
statement of the grounds for the belief that the patent is invalid, unenforceable, and/or not 
infringed. 21 as.C § 355G)(2)(B)(ii); 21 CP.R. § 31495(c)(6). 

18. In Older to facilitate the orderly resolution of disputes arising out of Paragraph IV 
AND As without requiring the EDA to make patent-related determinations of law or fact-^ 
issues that the EDA has acknowledged are outside the scope of its expertise — the Hatch- 
Waxman Act included special jurisdictional provisions to allow the federal courts to exercise 
case or contioyersy jurisdiction to rule on a Paragraph IV applicant's claims of patejat invalidity, 

unenforceability, or non-infringement before any actual corhmercial manufacturing or ssdes of 

* 

die generic product take place, 35 U.S.C § 271(c)(2). 

19, The patentee may commence an infringement action against the generic company 
within 45 days from tiie date it receives Notice of the "Paragraph VT' certification. 21 y.S.C § 
3550X5)(BXnO- If the patentee brings suit, the Hatch-Waxmah Act prohibits the FDA from 
approving the ANDA for a period of 30 months or until the infiingement action is resolved or 
until the court otherwise orders. Hie 30-month period has been likened to a stay or an injunction 
because the FDA may not approve the ANDA — and the generic company may not market its 
product — during tiiat period* The EDA may, however, approve an ANDA before the 30-month 



Case 1:06-cv-01890-RMC' Document 12-6 Filed 11/17/2006 Page 15 of 34 



period expires if a court decides that the patent is invalid, uncnfcffceablc, or not infringed. 21 
U.S.C. § 355(J){5)(B)(m)([). 

20. If a patent holder does not bring a Paragraph IV infringement action within 45 
days, the FDA must generally make the approval of die ANDA effective irmncdiatdy upon 
satisfactory completion of its substantive review, 21 U.S.C §3550)(5)(B)(iii). 

21, The Hatch-Waxman Act bats all parties iioni biiiiging a declaratory judgment 
action for patent invalidity, unenforceability, or non-jn&ingement until after the expiration of the 
45-day period following the patent-holder's receipt of Notice of a Paragraph IV certificaiion. 2i 
U.S.C. §3550)(5)(B)aiO. 



EXISTENCE OF CASE OF ACTUAL CONTROVERSY 

Ondansetron - ZOFRAN® 

22. GlaxoSmitihKIine currently sells ondansetron hydrochloride tablets, 4 mg and 8 
rag, in the United States under the brand name Zofran*. Ondansetron is indicated for prevention 
of nausea and vomiting associated with chemotherapy, radiotherapy or postoperatively. 

23. On information and belief, branded sales, for Zofran® 4 mg and 8 mg tablets in the 
United States for the year ended Pecembef 31, 2002 were over $420 million. 

24. The FDA approved GlaxoSmithKline's NDA 20-103 for marketing ondansetron 
hydrochloride tablets, 4 mg and 8 mg, in 1992, On information and belief, GlajcoSmithKline is 
the holder of NDA 20-103 on record at the FDA. 

The *658 Patent 

25. Among die patents listed in the Orange Book for NDA 20-103 is the *658 patent. 
The *658 patent, entitled "Process and Composition Using Ondansetron," issued on September 6. 
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1994 to Glaxo as owner by assignment. On information and belief, SKB is the exclusive 
licensee of the *658 patent. A trae and correct copy of the *658 patent is attached hereto as 
Exhibit A. 

26. The '658 patent purports to cover a process for reducing the crystal size of 
ondansetron, crystalline ondansetron of a specific size range, and a pharmaceutical composition 
cont£uning such crystalline ondansetron* 

Mutual's Ondansetron Products • 

27. In order to engage in the cornmetcial manafactore and sajc of ondansetron 
hydrochloride tablets* 4 mg and 8 mg, Mutual submitted ANDA 76-628 to the FDA on 
December 30, 2002. The EDA accepted ANDA 76-628 for fiHng as of January 2, 2003, 

28. Mutual*s finished products are 4 mg and 8 mg tablet dosages of ondansetron 
hydrochloride made using proprietary "liquisolid^ technology licensed by Mutual from its 
inventors. Uquisolid technology is disclosed, inter alia, in U.S. Patent Nos. 5,800,834* 
5,968*550, and 6.096,337. 

29* * Mutual*s ANDA 76-628 contains specifications for the ondansetron API 
employed in its liquisolid manufacturing process that meet specific crystal size requirements 
outside of the specific crystal size ranges claimed in the '658 patent Moreover, on iriforaiation 
and belief, Mutual's API supplier does not practice any of the processes disclosed or claimed in 
the '658 patent in making ondansetron hydrochloride APL 

30. The ondansetron API in Mutual's tablet dosage forais is in an unsamrated solution 
with propylene glycol (a non-volatile solvent) during the shelf life of Mutual's products. None 
of the ondansetron API is present in Mutua]*s finished tablets in crystalline form, but rather as a 
molecular dispersion (solution) within the propylene glycol solvent. 
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31. Mutual filed a Paragraph IV certification in ANDA 76-628 with respect to the 
'658 patent 

32. Mutual SMit Notice of this Paragraph IV certification to GlaxdSmithKlinc on 
March 6, 2003, along with a detailed statement of the factual and legal bases of the certification. 

33. In response to MutuaJ's Notice, GlaxoSouthKline requested, through it attorneys, 
on March 27, 2002 "materials, documents and infonnation to aid in our evaluation" of "the 
underlying facts of the matters communicated in [Mutual's] Notice." 

34. Pursuant to a confidentiajity agmement, Mutual, through its attomeys, produced a 
copy of its entire 1457-page ANDA 76-628 to GlaxoSmithKline's attomeys.on April 9, 2003. 

35. Mutual has made substantial preparation in the U.S. for the commercial 
manufacture, use and sale of ondansetron hydrochloride tablets, 4 mg and 8 mg, by, inter alia, 
preparing and submitting ANDA 76-628 and by licensing rights to the proprietary liquisolid 
technology for use in making ondansetron tablets. 

36. GlaxoSmithKline has demonstrated its intention to enforce patents relating to 
Zofran** by instituting patent infringement actions against other generic drug manufacturers, 
including ANDA applicants Dr. Rcddy's Laboratories, Ltd. and Reddy-Chcminor, Inc. 
(collectively "Reddy"). GlaxoSmithKlitic filed Ovil Action No. 01 -CIV-4066 against Rcddy in 
the District of New Jersey on August 24, 2001- In an Amended Complaint filed April 1, 2002, 
GlaxoSmithKline asserted U.S. Patent No. 5,622,720, entitled "Process For Reducing the Crystal 
Size of Ondansetron Hydrochloride Dihydrate." C'the 720 patent") against Reddy. The 720 
patent is lelated to the '658 patent as a continuation of the application that issued as the '658 
patent. And OlaxoSmitiiKline recently asserted the related 720 patent against Reddy in another 
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case, Civil Action No. 03cvl921, also filed in the District of New Jersey, on April 29, 2003, 
asserting the '720 patent, 

37. In response to yet another challenge to GlaxoSmithKIine's Zofran® franchise (in 
particular, its injectable product) by Paulding Pharmaceutical Company, GlaxoSmithKIinc 
spokesman David Mawdsley stated on May 7, 2003, "We arc very confident that our Zofran 
patents will be upheld and in any case they don't begin to expire until 2005" 

38, Mutual has not been served with a Paragraph IV infidngement action 
coiTuncnccd by GlaxoSmitfiKJine within 45 days of its receipt of MutaaJ's Paragraph IV Notice, 
On information and belief, GlaxoSmithKIinc has not filed such an action against Mutual. 

39, " On May 7, 2003, GlaxoSmithKline's litigation counsel confinned by letter that it 
had not filed suit within the 45-day period in which Mutual was barred from commencing this 
action. Notwithstanding- Mutual's voluminous production of its ANDA in support of its non- 
infringement position, GlaxoSmithKIine's litigation counsel stated that it had not received other 
third-party supplier documents that it considers necessary to evaluate Mutual's Paragraph IV 
certification, 

40. Although Mutual has provided GlaxoSmithKIinc with a Notice of Paragrj^h IV 
certification, a detailed statement of the grounds for Mutual's belief that the *658 patent would 
not be infringed and a copy of Mutual's entire ANDA 76-628, GlaxoSmithKline has repeatedly 

insisted that it does not have sufficient information to substantiate Mutual's certification of non- 

* 

infringement. ■ 

41, GlaxoSmithKline has not offered Mutual a Covenant not to sue or otherwise 
provide any assurances that it will not assert the '658 patent against Mutual. But on information 
and belief, GlaxoSmithKIinc has offered such a covenant to Reddy- 
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CAUSE OF ACTION 

Declaratory Judgment of Non*IiifHngement 
of United States Patent No. 5344,658 

42. Mutual repeats and reaHeges the allegations of paragraphs 1-41 above. 

43. An actual controversy exists between Mutual and GlaxoSmithKIinc under 35 
U.S.C § 271(c)(2) with respect to the '658 patent because GlaxoSmithKIine has representwl to 
the FDA and the public diat the '658 patent covers Zofran® and because Mutual has filed a 
Paragraph IV certification in ANDA 76-628 seeking to market ondansetron hydrochloride, 4 mg 
and 8 mg, prior to the expiration of the '658 patent , 

44. GfaxoSmithKline's insistence that it does not consider Mijtual^s Paragraph IV 
certification to be substantiated by Mutual's ANDA, its failure to offer a covenant not to sue, or 
otherwise provide unconditional and binding assurances that it will not assert the *658 patent 
against Mutual, has created a reasonable apprehension in Mutual of imminent hann and loss in 
continuing its course of action to market generic ondansetron hydnxrhloridc. 

45. Mutual'5 ondansetron hydrochloride tablets, 4 mg and 8 mg, which are the subject 
of ANDA 76-628, would not, if made, sold or offered for sale, infringe any valid and enforceable 
claim of the *658 patent. 

46. Mutual's importation and use of ondansetron hydrochloride API for making 
ondansetron hydrochloride tablets, 4 mg and 8 mg, which are the subject of ANDA 76-628, 
would not infiinge any valid and enforceable claim of the '658 patent. 
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UNITED STATES DISTRICT COURT FOR THE 

EASTERN DISTRICT OF VIRGINIA 

RICHMOND DIVISION 



MUTUAL PHARMACEUTICAL COMPANY, INC. 



Plaintifr, 



V, 



GLAXO GROUP LIMITED and 
SMITHKLINE BISECHAM CORPORATION, 
d/b/a GLAXOSlvqTHKLINE, 

Defendants. 



ANSWER AND AFFIRMATIVE DEFENSES 

OF DEFENDANTS GLAXO GROUP LIMITED 

AND SMITHJCLINE BEECHAM CORPORATION d/b/a GLAXOSMTrHKLINE 



E^cfendants 



Case No.; 3:03CV426 






) 



cn 






O 



'roi^-t ^ 



"- ^ 

H ^ 



jlaxo Group limited and SmithKline Beecham Corporation (W)/a 



GlaxoSmithKIine (c oUectivcly, "GlaxoSmitfaKline") hereby answer PlaintifFs Complaint 
C'Coiaplamt"), in ac coidaiice with the numbered paragr^hs thereof; below. 

GlaxoSmithl Qbc notes that Glaxo Group Lunited has not ht^c^ served with process in . 
this action as of the :3Iing of this Answer. /Notwithstanding the lack of service, GlaxoSraithKlme 
submits this Tesponsjve pleading on bdialf of Glaxo Group Lhmted as well, without any 
concession concemttg subject matter jurisdiction. 



L 

2. 



THE PARTIES 

GlaxoSmithKIine admits the allegations in Paragr^h 1 of fte Complaint. 
GlaxoSmithKIine admits the allegations in Paragraph 2 of the Complaint. 
Glaxo SmithKIine admits that defendant SmithKlinc Beecham is a Pennsylvania 



corporation but denie j the remaining allegations in Paragri^h 3 because defendant 
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StnithKHaeBeechani's principal place of business is at One Franklin Plaza, Philadelphia, 
Pennsylvania 19102. 

JURISDICTION AND VENUE 

4. GlaxoSmifliKline admits that Mutual ptirports to state a cause of action for 
declaratory judgment under the patent laws of the United States and tiie Declaratory Judgment 
Act, but otherwise denies that subject matter jurisdiction exists for this action due to the absence 
of any actual case or controversy betwe«i the parties with respect to GlaxoSmithKiine^s U-S* 
Patent No. 5^349,658 C^e '658 Patent^. 

5. GlaxoSmithKline admits fhat it tranfiacts business within the CommonwcaHh of 
Virgmia; it otherwise denies the allegations in Paragraph 5 of the Complaint. 

6. GlaxoSmithKline denies the allegation in Paragrq)h 6 of the Complaint. 

7. GlaxoSinitfaKline admits the all^ations in Paragr^h 7 of the Complaint 
8- For purposes of this case only, GlaxoSmithKline admits the allegations of 

Paragr^h 8 of the Coinplaint 

9. GlaxoSmithKEne denies the ailerons in JParagr^h 9x>f the Complaint 

BACKGROUND 

1 0. GlaxoSmithKline admits that it "develops, manufactures and markets branded 
pharmaceutical products" and that "[tjypically branded dmgs are those that arc subject to 
approval by the United States Food and Drug Administration ('FDA') of a New Drug 
Application (TsIDA')." GlaxoSmithKline denies the remaining allegations in Paragraph 1 of 
the Complaint, 

1 1 . GlaxoSmithKline admits that Mutual is in the business of selling generic drug 
- products but lacks sufficient infomiation to admit or deny whether Mutual. develops and/or 
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, « 



.manufectarcs generic drug products. GlaxoSmithKIine domes the remaining allegations of 
Paragra5)h 11 of the Complaint. 

The Hatch-Waxmao Act 

12. GlaxoSmithKIine avers that the provisions and implementing regulations of the 
Hatch-Waxman Act speak for themselves. GlaxoSmithKIine admits that one of the pmposes for 
which the Hatch-Waxman Act was enacted in 1.984 was to pcnnit companies to seek expedited 
approva] to market generic versions of prcviously-appipved brand-name drugs by fihng an 
Abbreviated New Drug Application ("Al^A*"). GlaxpSmithKfinc admits the remaining 

allegations in Patagraph 12 of the Complaint ' 

* 

13. GlaxoSmithKIine avers that the provisions and implementing regulations of the 
Hatch-Waxman Act spcsk for themselves. GlaxoSmithKIine admits the allegations contained in 
Paragraph 13 of the Complaint __ 

14. GlaxoSmithKIine admits tiie all^atton contained in Paragr^h 14 of the 

Complaint 

■ 

15. GlaxoSnaithKlinc avers that the provisions and implementing regulations of the 
Halcb-Waxman Act speak for themselves., GlaxoSmithKIine admits the allegations in Paragraph 

15 ofthe Con5)laint 

16. GlaxoSmithKIine av^^ that the provisions and implementing regulations of the 
Hatch-Waxman Act speak for themselves, GlaxoSmithKIine admits tiic allegations m Paragraph 

16 of the Coxr^jlaint 

1 7. GlaxoSmithKIine avers that the provisions and implementing regulations of the 

Hatch-Waxman Act speak for themselves, GlaxoSmithKIine admits the allegations in Paragraph 

1 7 of the Complaint. 
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18* • GlaxoSmithKIiac avers that the provisioiis and implementing regulations of the 
Hatch-Waxman Act speak for themselves. GlaxoSmithKlme admits the allegations in Paiagr^h 

* 

18 of the Coir5)laint. 

19. GlaxoSmithKIine avei^ that the provisions and implementing regulatioiis of the 
Hatch-Waxman Act speak for themselves, Gl^xoSmithKJine admits the allegations in Paragnqph 

1 9 of the Complaint, provided any such "court decifsipn]" is rendered in the context of 
adjudicating and resolviag an actual case or controversy as required by the Declaratory Judgment 
Act, 28 U.S.C. §§ 2201 and 2202 and Article HI of the United States Constitutioh, 

20. GlaxoSmithKIine avers that the provisions and implementing regulations of the 
Hatch-Waxman Act speak for themselves. GlaxoSmithKIine admits the allegations in Paragraph 

20 of the Complaint 

2 1 . GlaxoSmithKIine avers that the provisions and iniplcmmting regd 9(1^© . 
Hatch-Waxman Act speak for themselves. GlaxoSmithKIine admits the allegations in Paragraph 

21 ojfthe Complaint 

EXISTENCE OF CASE OR ACTUAL CONTROVERSY 

Ondansetron - ZOERAN® 

22. GlaxoSmithKJine adpiits the allegations in Paragraph 22 of the Complaint 

23 . GlaxoSmithKIine admits the allegations in Paragraph 23 of the Complaint. 

24. GlaxoSmithKlinedenies the allegation that the EDA approved GlaxoSmithKIine's 
NDA 20-103 for marketing ondansetron hydrochloride tablets, 4 mg and 8 nag, in 1992 because 
the approval was made in 1991. GlaxoSmithKIine admits the remaining allegation in Paragr^h 
24 of the Complaint. 
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The *658 Patent 

25. GlaxoSmiAKline admits the allegations contained in Paragr^h 25 of the 

Con^laint. 

26, GlaxoSmithKIinc admits that the *658 Patent pmports to cover a process for 
reducing the crystal sizfc of ondansetron and a pharmaceutical composition containing crystalline 
oodansetion thereby obtained but denies the allegation in Paragr^h 26 of Ifae Complaint 
concerning "oystalfine ondansetron of a specific size range " 

Mutual's OndansetroA Prodncts 

27, On infoimation and belief, GlaxoSmifliKlinc admits that Mutual submitted 
ANDA 76-628 to the FDA bearing a date of December 30, 2002 in order to engage in the 
commercial manufacture and sale of ondansetron hydrochloride tablets, 4 mg and 8 mg, 
niflTrnSmithTCline is withmit ^iifSdent information to admit-<H^d^iV^tbe date en ^sMch ANSA ■ 
76-628 was submitted or whedier the FDA "accepted ANDA 76-628 for fihng as of January 2, 
2003/' 

28, GlaxoSmithKIine admits that Mutual's proposed fim'shed products involve 4 mg 
and 8 mg tablet dosages of ondansetron hydrochloride, but lacks sufficient iofomiation to admit 
or deny Mutual's allegations in Paragraph 28 of the Complaint concerning Mutual's purported 
use of "liquisolid" technology or the puiported pubhc disclosure of 'liquisolid'* technology. • 

29. GlaxoSmithKIine admits that Mutual's ANDA 76-628 contains specifications for 
the ondansetron API **that meet specific orystal size requirements outside of the crystal size 
ranges claimed in the *658 Patent. While GlaxoSmithKIine lacks sufficient information to admit 
or deny Mutual's ^ecific allegations that Mutual's API supplier does not practice any of the 
processes disclosed or claimed in the '658 Patent in making ondansetron hydrochloride API," it 
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admits that Mutual's product as supplied by Mutual's API supplier is of a crystal size 
requirement outside of the crystal size range which is claimed in the * 65 8 Patent 

30- Upon information and belief, GlaxoSmithKIine admits the allegations contained 
in Paragr^h 30 of the Complaint. 

31. GlaxoSmithKIine admits the allegations in Paragraph 31 of flxe Complaint, 
32- GlaxoSmithKline admits the allegations in Paragraph 32 of the Complaint 

33. GlaxoSmithKline admits the allegations in Paragraph 33 of the Complaint 

34. GlaxoSmidiKJme admits the allegations in Paragrsqph 34 of the Complaint^ except 
denies flie production of the ANDA 76-628 documents was made on April 9, 2003 because it 
was actually made on April 1 6, 2003. 

35. GlaxoSmithKline laclcs sufficient information to admit or deny the allegations in 

Paragraph35 of flic Con^lamt .... 

36. GlaxoSraiflaKlineadnaits that it commenced the patent Ktigationsspe^ 

identified in Paragraph 36 of the Complaint, but it denies the portion of the allegation 
diaracterizing the purported inteEntion of those actions. 

37. GlaxoSmithKline admits tjie general substance of the quoted statement made by 
one of its spokespersons, David Mawdsley, but denies flic remaining allegations of Pgragr^h 37 

of the Complaint 

38. GlaxoSmithKline admits the allegations in Paragraph 38 of flie Complaint 

39. GlaxoSmithKline admits that, as a courtesy to Mutual, counsel for 
GlaxoSmithKline formally advised Mutual's counsel by letter dated May 7, 2003 that 
GlaxoSmithKline would not file a Hatch- Waxman action against Mutual for infringement of Oie 
*658 Patent with respect to these products covered by Mutual^s ANDA No- 76-628; and further 
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avers that Glaxo so advised Mutual notwithstanding Mutual's failnrc to provide 
GlaxoSmithKlinc with any documents received fi^om its API suppficr concerning certain 
representations from the API supplier witii respect to the API that the manufacturing process 
used by Mutual's API supplier does not infringe the ' 658 Patent GlaxoSmitfaKline deoies the 
remainder of the allegations in Parag^h 39 of the Complaint. 

40. GlaxoSraithKKue denies the allegations in Paragraph 40 of the Complaint 

41 . GlaxoSmithKlinc denies that it did not oflFer Mutual a covenant not to sue and 
admits that it did offer a covenant not to sue Dr. Reddy for infringement of the *658 Patent 

CAUSE OF ACTION 

Dedaratory Judgment of Non-Infringement of 
United States Patent No. 5^44,658 

42. GlaxoSmithlGmej^^ — 



43. GlaxoSmitfaKline denies flie allegations in Paragr^h 43 of the Complaint because 
no actual justiciable case or oontiovcrsy exists between the parties with respect to the *658 Patent 
based upon Mutual's proposed ondansetron products covered by and described in its AND A 76- 
628, inasmuch as GlaxoSrdihKline has nt^er threateaacd to sue Mutual in connection with 
ANDA 76-628 and, indeed, GlaxoSmithKlinc offered Mutual a covenant not to sue in 

connection therewith; 

44. GlaxoSmithKiine denies the allegations in Paragraph 44 of the Complaint 

> 

45. GlaxoSmithjn jne admits the allegations in Paragraph 45 of the Complaint. 

46. GlaxoSmithKlinc admits the allegations in Paragraph 46 of the Complaint. 
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REQUEST FOR RELIEF 

GlflxoSmithKIiiie derdes that Mutual is entitled to the relief requested in this Paragraph of 
the Complaint, or to any relief whatsoever. 

AFFLRMATTVE DEFENSES 

» 

1. The Conqjlamt fails to state a claim upon \^to'ch relief can be granted 

2. Thereis no actual justiciable case or controversy between the parties with respect 
to Mutual's ANDA 76-628 and GlaxoSinithKliae's '658 Patent, 

3. This Court lacks subject matter jurisdiction wifli respect to this Complaint, 
becauiie of the absence of any actual justiciable case or controversy between the parties. 

4. Plaintiff by virtue of the pipducts covered by its A>JDA 76-628, has no 
reasonable apprehension of being sued by GlaxoSmithKline for infringement of the *658 Patent 

5. GlaxoSmithKline at all times acted reasonably and in good feith toward Plaintiff. 



PRAYER FOR RELIEF 

WHEREFORE, GlaxoSroitfa&Iine respectfully requests that this Court enter an Order and 

Judgment 

L Dismissing with prejudice Mutual's Complaint and this action in its entirety, and 
awarding GlaxoSmithKline its costs and reasonable attorneys' fees; and 
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2. Awarding GJaxoSmithKline such other and ftrture relief as this Court deems just 



and proper. 



D*atcd: June 



^ 



2003 



Respectfully submitted. 




IS (V;SB. No. 47096) 
Morgan, Lewis & Bockius LLP 
1600 Tysons Boulevard, Suite 1200 
McLean, Virginia 22102 
703-918-1828 
703-918-1999 (facsimile) 

Dennis L Mondolino 

Robcat G. Gibbons 

Morgan, Lewis & Bockius LLP 

101 Pa& Avetiue 

New York; New Yoii 10178-OO60 

212-309-6000 

212-309-6001 (facsimile) 

Attorneys for Defendants Glaxo Grotq) Limited and 
SmiihKlineBeecham Corporation, d/b/a 
GlaxoSmithKUne 



Case 1 :06-cv-01 890-RMC Document 1 2-6 Filed 1 1 /1 7/2006 Page 29 of 34 



CERTIFICATE OF SERVICE 

I hereby ccatify that on this 9fli day of June 2003, 1 cansed a true and cxjiiect copy 
of the foregoing Answer and AjQSrmative Defenses of Defendants Glaxo Group Limited and 
SmilhKIine Beecham Corporation d^b/a GlaxoSmitWKline to be served by first class mail, 
postage pre-paid, on the following: 



Dahney J. Carr, IV, Esquire 

TROUTMAN & SANDERS LLP 

1111 East Main Street 

P.O. Box 1 122 

Richmond, VA 23218-1122 

Andrew M. Berdon, Esquire 

James JL Stronsld, Esquire 

Tedd W. Van Buakirk 

FROMMER LAWRENCE & HAUG LLP 

745 FiflJi'Avenue' 

New York, NY 10151 



Attorneys for Plaintiff' 




jwego 



l^rdmjB'^ 



^^^U'»ij 
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UNITED STATES DISTRICT COURT FOR 
EASTERN DISTRICT OF VIRGINEA 
RICHMOND DIVISION 



MUTUAL PHARMACEUTICAL COMPANY, INC., 




Plaintiff, 



V. 



GLAXO GROUP LIMITED and 
SMITHKLINE BEECHAM 
CORPORATION, d/b/a 
GLAXOSMTTHKLINE, 



Defendants. 



Case No. 3:03CV426 



STIPULATION OF DISMISSAL PURSUANT TO FED. R CIV. P. 4Ka) 



IT IS HEREBY STIPULATED AND AGREED, by and between the undersigned, as the 
respective attoroeys of record for Plaintiff Mutual Pharmaceutical Company, Inc. and 
Defendants Glaxo Group Limited and SmithKIine Beecham Corporation that: 

1, The Complaint iii the above-captioned action is DISMISSED WITH 

PREJUDICE for lack of subject matter jurisdiction based on the Covenant Not To Sue and 
Stipulation of Non-In&ingement of U.S. Patent No. 5,344,658, which is incorporated herein by 
reference and filed herewith. 



2, Each party shall bear its own costs. 



^ 




ow 



J j1 I T 2003 



^ 



^ 



CLERK. U.S. OiSTRICT COURT 
RICHMOND. VA. 
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Respectfully submittisd, 



Dated: July (X 2003 



Dated: July y^ 2 



Dabney J. Can. ly, VSB No. 28679 

TROUTMAN Sanders LLP 

1 1 1 1 East Main Street 

P.O.Box 1122 

Richmond, Virginia 23218-1 122 

Tel.; f804) 697-1238 

Fax: (804) 698-51 19 

Mdrew M. Berdon 

James K.Stronsld 

Tcdd W. Van Buskirk 

Frommer Lawrence & Haug LLP 

745 Fifth Avenue 

New York, New York 10151 

TeL: (212) 588-0800 

Fax:(212)588-0500 

Attorneys for PiaintifT. 

Mutual Pharmaceutical Company, Inc. 




Ofego^Lcwis.VSB No. 47096 

Morgan, Lewis & Bockius LLP 
1600 Tysons Boulevard 
McLean, VA 22101 
Tel: (703)918-1000 
Fax:(703)918-1001 

Dennis J. Mondolino 

Robert G. Gibbons 

Morgan, Lewis & Bocaaus LLP 

101 Patk Avenue 

New York, NY 10178 

Tel: (212) 309-6000 

Fax:(212)309-6001 

Attorneys for Defendants Glaxo Group Limited and 
SroithKlinc Beecham Corporation 



It is SO ORDERED. 



o 




fjy/^^c.^ — 



RICHARD L WILLIAMS 

SENIOR UNITED STATES DISTRICT JUDGE 

JUL 1 8 2003 



Mutual PhKrm- - StipwUtJon of DisnriwaliXK; 
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COVENANT NOT TO SUE 
and 
STIPULATION OF NON-INFRINGEMENT OF U.S. PATENT NO. 5^44,658 /, 

This covenant anfl stipulation ("Agreement") is made and effective as of Jiw iL> 2003 Y^jk 
by Glaxo Group Limited and SmithKlinc Bcccham Corporation, on behalf of themselves, thqir 
parents, subsidiaries, affiliates, successors and assigns (collectively "GlaxoSmithKline") with 
Mutua] Phaimaceutical Company, Inc., its parents, subsidiaries, afSliates, successors and assigns 
(collectively "Mutual"). - 

WHEREAS, Glaxo Group Limited is the ovv'ncrby assignment and SmithKlinc Beecham 
Corporation is the exclusive Uceosee of US. Patent No. 5,344,658 Clhc '658 patent"), entitled 
^Process and Composition Using Ondansetron", relating to pharmaceutical compositions 
contaim'ng ondansetron and processes for preparing those compositions; 

WHEREAS, GlaxoSmithKline is the holder of record of NDA 20-1 03 for marketing 
ondansetron hydrochloride tablets, 4 mg and 8 mg; 

WHEREAS, Mutual Pharmaceutical Company, Inc. ("Mutual") submitted ANDA 76-628 
to die FDA on December 30, 2002 seeking approval to market ondansetron hydrochloride 
tablets, 4 mg and 8 mg; 

^\'HEREAS;- Mutual filed a certification in ANDA 76-628 pursuant to 21 U.S.C. § 
3550)(2)(A)(vji)CIV) with respect to the '658 patent ("the Paragraph IV certification") and gave 
GlaxoSmithKline Notice of the Paragraph IV certification on March 6, 2003, along with a 
detailed statement of the factual and legal bases of the paragraph IV ccrtjficatioh; 

WHEREAS, GlaxoSmithKline requested, through it attorneys, on March 27, 2002 
materials, documents and infomiation to aid ip evaluating the underlying facts of the mattery 
communicated in Mutua]*$ Notice of the Paragraph IV certification; 
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WHBRJEAS, in response to GlaxoSjnithKliTie's request and pursuant to a confidentiality 

■ 

agrecnnent, Mutual, through its attomeys, provided to GlaxoSmithKIbc's attorneys a copy-of 
ANDA 76-628; 

WHEREAS, Mutual filed a civil action, captJoned Hutuat Fharmaceutical Company, Inc. 
u Glaxo Group Limited and SmithKline Beecham Corporation, d/b/a GlaxoSmUhKline, Case 
No. 3:03CV426 (E.D. Vjl), on May 14, 2003 seeking a declaratoo^ judgment of non- 
infringement of the *658 patent Cthe Lawsuit* 0; 

WHEREAS, GlaxoSmithKKne filed an Answo" and AfFimative Defmses on June 1 0, 
2003 in the Lawsuit in whidh it (i) admitted that fht ondansetron hydrochloride tablets that arc 

* 

the subject of and described in Mutual*s ANDA No. 76-628 do not infringe, and if imported, 
manufactured, used, sold or offered for saJe in the United States would not infringe, any claim of 
the *6S8 patent; bui (ii) denied subject matter jurisdiction due to the abseaace of an actual case or 

controversy between the parties conceniing tjie *658 patent; 

* • 

WHEREAS^ in consideration of the covenants and promises set forth herein, Mutual and 

GJaxoSmithKUne consent to entry of an OnJcr, in the fomi attached hereto, dismissing the 
Lawsuit, with prejudice; 

NOW, THEREFORE, in consideration of the foregoing, GlaxoSmithKIine hereby, 
unequivocally and unconditionally promises, covenants and stipulates as follows: 

L The ondansetron hydrochloride tablets that srt: the subject of and described in 
MutuaFs ANDA No. 76-628 do not infringe, and if imported, manufactured, used, sold or 
offered for sale in the Unitcd,Stales would not infringe, any claim of the *658 patent, 

2. GlaxoSmithKline will not sue Mumal, as defined herein, orils distributors or 
customers for Infringement of the ^658 patent based on the importatiou, manufacture, use, sale or 



.« ■ ' 



y 
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offer for sale of ondansetron hydrochloride tablets that are the subject of and described in, ANDA 
No. 76-628. 

3. Nothing in this Agreement shall iJc construed as a license of any kind under or to 
any GlaxoSmithKline patents or other forms of intellectual property, including, but not limited 
to, United States Patent No. 5,344,658. 

4. This Agreicmcnt extends only to Mutual as defined herein and is not transfetable, 

except in connection with the sale or acquisition of all or substantially all of the assets of Mutual. 

< 

5. The covenant not to sue expressed in para^aph 2 becomes valid upon (i) the 

execution of this Agreement and (ii) the entry of a Stipulation of Dismissal Pursuant to F^d. R. 
Civ. P. 41 (a), as executed and filed by the parties in the form attached hereto. 



GLAXO GROUP LIMITED 




Name: "PMU ^- JG^i^ 
Title: A7tXif>-*^6-^ 



MUTUAL PHARMACEUTICAL CO., INC. 
■ By: " leiA^ l/ie^S^Q^0 
Name: LlcUx^^J y A^e^-T S?^ /f V*^' 
Title: (^^^. ^Ce^o 




SMTTHKLINE BEECHAM CORP. 

By:"'^ 

Name: 7)/Mt> CT". Af i/V 

/ C 

Title: /j^iHir&r^f J^Cc/^XfiiK j 



' -™J 
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Public Health Service 



ANDA 76-628 



Food and Drug Administration 
Rockville MD 20857 



Mutual Pharmaceutical Company, Inc. 

Attention: Robert Dettery NOV 8 Z006 

11 00 Orthodox Street 

Philadelphia, PA 19124 

Dear Mr. Dettery: 

This is in response to your letter of June 23, 2006 regarding 180-day exclusivity for 
ondansetron hydrochloride tablets 4 mg and 8 mg (ondansetron). You request that the 
agency consider 180-day exclusivity arising from Patent No. 5,344,658 ('658 patent) 
triggered by the dismissal of a suit brought by Mutual Pharmaceutical Company, Inc. 
against GlaxoSmithKline (Glaxo) seeking declaratory judgment of non-infringement of 
this patent (stipulated dismissal). The content and grounds of the stipulation of dismissal 
at issue here are similar to those for the stipulation of dismissal discussed in the attached 
agency letter dated November 3, 2006 to counsel for Apotex Corporation. Accordingly, 
for the reasons articulated in that letter and in the agency's letter of April II, 2006 (FDA 
letter decision) to which you refer (attached), and for the additional reasons briefly 
discussed below, we deny your request. 

Section 505(j)(5)(B)(iv) of the Federal Food, Drug, and Cosmetic Act establishes 180- 
day exclusivity. This exclusivity provides a potential reward to the first applicant for an 
abbreviated new drug application (ANDA) to challenge a patent for a drug, pursuant to 
section 5050)(2)(A)(vii)(IV) of the Act, and thus expose itself to the risk of being sued 
for infringing the patent. Section 505G)(5)(B)(iv)(lI) provides that the start of 180-day 
exclusivity can be triggered as of "the date of Si decision of a court . . . holding the patent 
which is the subject of the certification to be invalid or not infringed" (Emphasis added.) 
This mechanism for initiating 180-day exclusivity is commonly referred to as the "court 
decision trigger." 

The FDA letter decision addresses the court decision trigger, expressly stating that the 
dismissal of a patent suit in and of itself is not sufficient to trigger the start of a 1 80-day 
exclusivity period; rather a court order must reflect a holding on the merits by the court 
that the patent at issue is invalid, not infringed, or unenforceable (holding-on-the-merits 
standard). The FDA letter decision explains in detail the legal grounds and policy 
justifications for the holding-on-the-merits standard. See also Apotex, Inc. v. FDA, 449 
F,3d 1249 (D.C. Cir. 2006) (finding the agency's decision permissible and the 
justifications for it reasonable). 

Like the dismissal discussed in the attached agency correspondence of November 3, 
2006, the Glaxo-Mutuai suit was dismissed with prejudice by agreement of the parties. 
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based upon stipulations that the patent was not infringed and that the ANDA applicant 
would not be sued for infringement. Here as there, the court never issued a holding on 
the merits of the patent claim. It is apparent, therefore, that this dismissal does not 
constitute a court decision trigger under the holding-on-the-merits standard. See Apotex, 
449F.3datl253. 

Under the holding-on-the-merits standard, the court itself has to have made a substantive 
determination on the merits of the patent claim. As its title ("Stipulation of Dismissal 
Pursuant to Fed. R. Civ, P. 41(a)") reflects, Mutual and Glaxo agreed to dismiss the case 
through the stipulated dismissal because they believed there were no longer any issues for 
the court to decide. Further, the stipulated dismissal expressly states that the action is 
being dismissed for "lack of subject matter jurisdiction." In short, the court was not 
asked to resolve the merhs of the dispute and did not. 

You raise one argument not expressly raised by Apotex's coiinsel and not addressed in 
the agency's November 3, 2006 letter. You argue that the stipulated dismissal should be 
considered to satisfy the holding-on-the-merits standard because the dismissal was "with 
prejudice," However, preclusive effect is not sufficient to satisfy the holding-on-the- 
merits standard; the standard requires an actual holding on the merits by the court. See 
FDA letter decision at 7. The agency issued the FDA letter decision in the context of a 
dispute over whether a dismissal of a declaratory judgment could trigger 1 80-day 
exclusivity if the dismissal had preclusive effect because it estopped future infringement 
claims. Consequently, that letter explains in some detail the challenges of implementing 
an estoppel-based standard, including the factually intensive and legally complex analysis 
that implementing such a standard would require. However, the agency did not cite these 
challenges alone to justify its decision,or even as a primary justification. 

As we explained in the FDA letter decision, in the absence of clear evidence of alternate 
Congressional intent, we consider it most appropriate to apply the interpretation that most 
readily follows from the express statutory language ("the date of a decision of a court . . . 
holding the patent which is the subject of the certification to be invalid or not infringed"), 
as the holding-on-the-merits standard does. Further, although there may be other judicial 
actions that reflect resolution of a patent dispute in favor of the generic applicant, FDA 
considered it best to establish as clear a bright line test as possible, to minimize litigation 
and maximize marketplace certainty. In the agency's view, because it so closely tracks 
the statutory language, the holding-on-the-merits standard serves both these goals well, 
by minimizing the potential grounds for interpretive debate.' 



' We note that you also argue that the agency should consider 1 80-day exclusivity triggered by the 
stipulated dismissal because the agency considers the holding-on-the-merits standard consistent with an 
agency determination that 180-day exclusivity was triggered by the grant of a motion for summary 
judgment addressed in Gra/7w/ec,/rtc. v. 5'Aa/o/a(]39 F.3d 889, 1998 WL 153410 (4th Cir. Apr. 3, 1998) 
(unpublished opinion}). Your argument goes to the validity of the hoiding-on-the-merits standard, rather 
than its application to the stipulated dismissal at issue here. As the FDA letter decision (p. 12) explains, the 
hoiding-on-merits standard is consistent with the agency's treatment of the grant of summary judgment at 
issue in Gramiec because the grant of summary judgment was necessarily based upon a holding on the 
merits of the patent claim by the court. The Court of Appeals for the District of Columbia upheld the 
agency's analysis of this issue {Apotex, 449 F.3d at 1253). In short, we have considered and addressed this 
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In conclusion, the stipulated dismissal did not trigger any 180-day exclusivity for 
ondansetron arising from the '658 patent. The agency is not aware of any judicial action 
to date qualifying as a court decision trigger of 180-day exclusivity for ondansetron. 
Accordingly, 180-day exclusivity may delay approval of Mutual's ANDA for 
ondansetron hydrochloride tablets 4 mg and 8 mg. 




GaQ' Buehler 

Director 

Office of Generic Drugs 

Center for Drug Evaluation and Research 



Enclosure 



CC: Elizabeth Dickinson, Office of Chief Counsel 

Applicants with Pending ANDAs for Ondansetron HCl Tablets, 4 mg and 8 mg 



question of the consistency of the holding-on-the-merits standard with past agency practice. No flirther 
consideration of this question is not needed to determine whether the stipulated dismissal at issue here 
meets the holding-on-the-merits standard, as the standard itself simply looks to whether the court has held 
on the merits of a patent claim. 
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DEPARTMENT OF HEALTH & HUMAN SKRVICKS 



Food and Drug Administration 
Rockville, MD 20857 



ANDA 77-306 



.MOV 3 2006 



Rakoczy Molino Mazzochi Siwik, LLP 

Attention: Christine J. Siwik and William A. Rakoczy 

6 West Hubbard Street 

Suite 500 

Chicago, IL 60610 

Dear Mr. Rakoczy and Ms. Siwik: 

This responds to your letter dated August 29, 2006, in which you request on behalf of Apotex 
Corporation that the Food and Drug Administration (FDA) consider the start of 1 8Q-day 
exclusivity for ondansetron hydrochloride tablets 4 mg and 8 mg (ondansetron) to have been 
triggered by the dismissal of a patent infringement suit. 

As you are aware, FDA inteipreted the relevant statutory provision in a letter dated April 1 1 , 
2006 (FDA letter decision) (attached). FDA's letter decision expressly states that the dismissal 
of a patent suit in and of itself is not sufficient to trigger the start of a 180-day exclusivity period; 
rather a court order must reflect a holding on the merits by the court that the patent at issue is 
invalid, not infringed, or unenforceable ("holding-on-lhc-merits" standard). The FDA letter 
decision explains in detail the legal grounds and policy justifications for the holding-on-the- 
merits standard. Apotex sued the agency, challenging the FDA letter decision as arbitrary and 
capricious, and the District of Columbia Circuit Court of Appeals ruled in the agency's favor, 
summarily affirming the district court's denial of Apolex's motion for a preliminary injunction. 
See Apotex, Inc. v. FDA, 449 F.3d 1249, 1253 (D.C. Cir. 2006). Apotex petitioned for a 
rehearing en banc by the court, which the court denied on August 1 7, 2006. On October 3, 2006, 
Apotex entered into a stipulation of dismissal ending the litigation. 

in accordance with the FDA letter decision, we deny your request for the reasons detailed briefly 
below, and refer you to that decision for further guidance on this matter. 

L Apotex's request. 

Apotex now asks the FDA to confirm that: "(1 ) Apotex will, subject to all other substantive 
requirements for approval, receive final approval of its ondansetron ANDA [abbreviated new 
drug application] upon expiration of U.S. Patent No. 4,753.789 ("the 789 patent"); (2) Apolex's 
final approval will not be delayed by any unexpired 1 80-day exclusivity associated with U.S. 
Patent No. 5,344,658 ("the '658 patent"); and (3) any 180-day exclusivity associated with the 
'658 patent was triggered by the May 25, 2005 Order dismissing Glaxo Group Limited's and 
SmithKline Bcecham Corporation's (collectively, "GSK") patent infringement action against 
Apotex Inc. [for infringement of the '658 patent]." In essence, you argue that the dismissal of the 
GSK lawsuit triggered any 180-day exclusivity arising from the '658 patent with respect to 
ondansetron, that any such 180-day exclusivity has now expired and, therefore, no unexpired 
180-day exclusivity arising from the '658 patent could delay approval of Apolex's ANDA upon 
expiration of the '789 patent. 
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II. The May 25, 2005 Order. 

Apotex's AND A for ondansetron includes a "paragraph iV" certification' in which Apotex 
alleges that the '658 patent is not infringed and/or is not valid. Having received notice of this 
paragraph IV certification in December 2004, GSK sued Apotex for infringement of the '658 
patent in January 2005. You enclosed with your August 31, 2005 letter a copy of *'the stipulation 
of dismissal pursuant to Fed. R. Civ. P. 41 " filed May 25, 2005, dismissing the GSK suit 
(stipulation of dismissal). 

The stipulation of dismissal states that the plaintiffs (GSK) 

. . . stipulate and agree that the ondansetron hydrochloride tablets that are the subject of 
and described in Apotex Inc.'s ANDA No. 77-306 do not infringe, and if imported, 
manufactured, used, sold, or offered for sale in the United States would not infringe, any 
claim of GiaxoSmithKlines's U.S. Patent No. 5,344,658 ("the '658 patent"); and 

. . . [have] represented that [they] will not sue Apotex for infringement of the '658 patent 
based on the importation, manufacture, use, sale or offer for sale of ondansetron 
hydrochloride tablets that are the subject of and described in ANDA No. 77-306; 

and the parties 

. . . stipulate and agree to dismissal of the parties' respective claims and counterclaims 
with prejudice .... 

The stipulation is signed on behalf of GSK and Apotex, and is signed as "so ordered" by the 
court. 



An NDA applicant must notify FDA of patents the applicant believes claim ihe drug or an approved use of the 
drug. 21 U.S.C §§ 355(b){ I), 355(c)(2). FDA relies on these notifications to post information on these patents in 
Approved Drug Products with Therapeutic Equivalence Evaluations (informally referred to as the Orange Book). 
21 U.S.C. §§ 355(b)(1), 355(cK2), 355(j)(7)(A)(iii). An AKDA applicant must tlien make one of four certifications 
with respect to each patent that clainxs the drug or any use of the drug for which the ANDA applicant is seeking 
approval. These certifications are commonly referred to by the four sub-paragraplis of section 505(j)(2)(A)(vii) 
establishing them; 

• ^ a "paragraph I" certification that patent information has not been filed; 

a "paragraph H" certification that the patent has expired; 

a "paragraph III" certification of the date the patent will expire; or 

• a "paragraph IV" certification that the patent is invalid, not infringed, or not enforceable. 

21 U.S.C. § 3550')(2)(A)(vii): 21 C.F.R. § 314.94(a)(12)(iXA). A paragraph I or U certification indicates that the 
applicant believes that the patent does not bar immediate approval of ihe ANDA. A paragraph III certification 
indicates that the appUcant is not challenging the vahdity or applicability of the patent and that the apphcanl is 
seeking ANDA approval only after the patent expires. A paragraph IV certification indicates that the AKDA 
applicant disputes the applicability or validity of that patent. If an ANDA applicant makes a paragraph IV 
certification, the applicant must the notify the holder of the approved NDA and the patent owner. 21 U.S.C. 
§ 355G){2)(B). 
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III. 180-day exclusivity and FDA letter decision. 

Section 505(j)(5)(B)((v) of the Act establishes 180-day exclusivity. This exclusivity provides a 
potential reward to the first AN"DA applicant to submit a paragraph IV certification to a patent 
pursuant to section 5O50')(2)(A)(vii)(IV) of the Federal Food, Dnig, and Cosmetic Act and thus 
to expose itself to the risk of being sued for infringing the patent. 

Section 505(j)(5)(B)(iv){ir) provides that the start of 180-day exclusivity can be triggered as of 
"the date of a decision of a court . . . holding the patent which is the subject of the certification to 
be invalid or not infringed "^ (Emphasis added.) This mechanism for initiating 1 80-day 
exclusivity is commonly referred to as the "court decision trigger." 

The FDA letter decision announced the holding-on-the-merits standard to assess whether an 
action of a court qualifies as a court decision trigger to start the running of 1 80-day exclusivity. 
As the introduction to that letter states (and the body of that letter explains in detail): 

FDA interprets the languageof the court decision trigger provision, "the date of a 
decision of a court . . . holding the patent which is the subject of the certification to be 
invalid or not infringed," to require a court decision with an actual "holding" on the 
merits that the patent is invalid, not infringed, or unenforceable. The holding must be 
evidenced by language on the face of the court's decision showing that the determination 
of invalidity, noninfringement, or unenforceability has been made by the court. . . . 
FDA's "holding-on-the-merits" interpretation adheres closely to the language of the 
statute, and will provide a bright line that is more easily administrable by FDA and that 
will enable industry to make appropriate business planning decisions. 

FDA letter decision at 2.^ FDA adopted this bright-line standard to provide clarity, reduce the 
likelihood of litigation over whether a court action triggers 1 80-day exclusivity, and promote 
greater marketplace certainty. 



- Congress amended 2 1 U.S.C. § 355(j) in late 2003. 5(r<^ The Access to Affordable Pliarmaceulicals provisions of 
the Medicare Prescription Drug, Improvement, and Modernization Act of 2003, Pub. L. No. 108-173, 117 Slat. 2066 
(Dec. 8, 2003) ("MMA"). None of the amendments pertaining to 180-day exclusivity enacted through the MMA 
bear upon the determination of whether (he stipulation of dismissal for the GSK suit triggered 1 80-day exclusiviTy 
for ondansetron, however, because the earliest ANDA containing a paragraph IV certification for this drug was 
submined before the December 8, 2003, enactment date of the MMA. See id. § 1 102(b)(1). 

Provisions of the MMA inapplicable to the 1 80-day exclusivity determination for ondansetron (.vcf MMA 
§ U02(b)(l )) eliminated the court-decision trigger provision, but provided for forfeiture of exclusivity in certain 
circumstances. One event that can trigger forfeiture under the MMA is a "a settlement or consent decree thai enters 
a final judgment that includes a finding that the patent is invalid or not infringed." 21 U.S.C. 
§ 355(j)(5)(D)(iKI)(bb)(BB) (2006). The holding-on-the-merits standard under the pre-MMA statute does not 
reflect an agency view as to the proper scope or interpretation of this forfeiture provision or any other forfeiture 
provision in the MMA. 
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TV. Analysis 

The GSK suit was dismissed by an agreement between the parties; the court never issued a 
holding on the merits of the patent claim. It is clear, therefore, that this dismissal does not 
constitute a court decision trigger under the holding-on-the-merits standard. See Apotex, 449 
F.3datl253/ 

You assert that the stipulation of dismissal satisfies the holding-on-the-merits standard because, 
imer alia, it expressly reflects GSK's judgment that the patent at issue is not infringed and GSK's 
commitment not to sue. Your conclusion is not correct. It is not enough that the order reflects 
the views and commitments of the parties. The court itself has to have made a substantive 
determination on the merits of the patent claim. As its title ("Stipulation of Dismissal Pursuant 
to Fed. R. Civ. P. 41") reflects, the stipulation of dismissal was the mechanism by which the 
parties sought and received dismissal of the case because, in their view, there was nothing left for 
the court to decide. The court was not asked to resolve the dispute on the merits and did not do 
so. In short, the stipulation of dismissal does not reflect a holding by the court on the merits of 
the patent claim. ^ 



^ Although ihe holding-on-the-rrierits standard was announced in relation to a declaratory judgment action, the 
standard is equally applicable to affirmative patent infringemenl suits, such as the GSK suit at issue here. The 
standard looks to whether the court has made a holding on the merits of the patent claim; ii docs not consider the 
manner by which the dispute came before the court. 

This letter does not address the arguments made in your prior letter of August 3 1 , 2005, to support your claim that 
the GSK stipulation of dismissal satisfies an estoppel -based interpretation of the court decision trigger. As 
explained in greater detaii in the FDA letter decision, the agency has rejected this standard in lavor of the holding- 
on-the-merits standard. Accordingly, tliis letter addresses only the arguments you made in your letter dated August 
29, 2006, that the GSK stipulation of dismissal satisfies the holding-on-the-merits standard. 

We note that you raised additional arguments in telephone conversations with the agency that you chose not to 
submit in writing. These arguments relate to FDA's decision in Granutec. htc. v. ShaUila, 139 F.3d 889. 1998 WL 
1 53410 (4th Cir. Apr. 3, 1998) (unpublished opinion)* as well as whether FDA's interpretation of section 
505(i)(5)(B)(iii) is consistent with its interpretation of section 505(j)(5)(B)(iv). In this letter, however, we are only 
addressing the question that Apotex set forth in writing, i.e., whether the ondansetron dismissal constitutes a court 
decision trigger under FDA's " ho Id ingnan- the -merits" standard. We do not believe that the additional arguments not 
submitted in writing are pertinent to making that detenni nation, which simply looks to whether the court has held on 
the merits of a patent claim. 
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V. Conclusion 

The stipulation of dismissal did not trigger any 180-day exclusivity for ondansetron that may 
arise from another ANDA applicant's paragraph IV certification to the '658 patent. The agency 
is not aware of any judicial action to date qualifying as a court decision trigger of 180-day 
exclusivity for ondansetron. Accordingly, 180-day exclusivity may delay approval of Apotex's 
ANDA for ondansetron hydrochloride tablets 4 mgand 8 mg upon expiration of the *789 patent.*' 




GarysBuehler 

Directol 

Office of Generic Drugs 

Center for Drug Evaluation and Research 



Enclosure 



cc: Elizabeth Dickinson, Office of Chief Counsel 

Applicants with Pending ANDAs for Ondansetron HCl Tablets, 4 mg and 8 mg 



*' FDA does not make its exclusivity determinations until an ANDA is ready tor final approval, which will not occur 
for ondanseuon until at least December 24, 2006, when the pediatric exclusivity associated with the '789 patent will 
expire. Pediatric exclusivity is intended as an incentive to sponsors to conduct and submit to FDA studies requested 
by the agency on the use ofdrugs in pediatric populations, tt is a six-month exclusivity that attaches to any listed 
patent or exclusivity for the drug smdied. 21 U.S.C. § 355a. Apotcx assumes that another ANDA applicant will be 
entitled to 180-day exclusivity for ondansetroiv which the agency neither confirms nor denies. 
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DEPA31TMENT OF HEALTH Si. HUMAN SERVICES Pt^blic Haalih Service 



i.v-T-»A -It: lAi Food and Dtug Administtaiion 

'^^^^^-3'*^ Rackvllle MO 20857 

APR 1 3 2005 

Apotex Corp. 

U.S. Agent for Apotex Inc. 

Attention: Tammy Mclntire 

2400 North CbmmBrce Parkway, Suite 400 

Weston. FL 33326 

Sent Via Facsimile and U.S. Mall 

Dezr Ms. Mclntire: 

This letter is prompted by the March ] 6, 2006, opinion of the Difitrict of 
Columbia Circuit Court of Appeals, Teva Pharmaceuticals USA, Inc. v. FDA, Nos. 05- 
5401 & 05-5460. 2006 U.S. App. LEXIS 6384 (D.C. Cir. Mar. 1 6, 2006) ('Teva /;/'), 
We are amending our response to ibc letter submitted by Apotex Inc. on September 7, 
2004. Apote)( sought a deLc-rraination that adismissal of a deciaratoryjudgment action 
brought by Apotex against Bristol-Myers Squibb Company ("Bristol"), Apotex Inc. v. 
Bristol-Myers Squibb Co., No. 04-2922 (Jul. 23. 2004 stipulation and order), constituted a 
"court decision trigger" beginning the 180-day period of marketing exclusivity for the 
first abbreviated new drug application ("AKDA") applicant to make a "paragraph IV" 
certification challenging a patent for Pravastatin Sodium Tablets 10 mg.> 20 mg., 40 mg., 
and 80 mg. ("pravastatin"). FDA previously determined in a letter dated June 28, 2005, 
that the dismissal constituted a court decision trigger, based on an interpretation of the 
court decision trigger provision, SecU'on 505(j)C5)CB)(iv)(n) of the Federal Food, Drug, 
and Cosmetic Act ("KDCA" or the "Act") (21 U.S.C § 355(i)(5)(B)(ivXII)), that the 
agency believed itself compelled lo apply as a result of two decisions oftheD.C. Circuit: 
Teva Pharm., USA. Inc. v. FDA, 182 F.3d 1003 (D.C. Cir. 1999) ('Teva /") and Teva 
Pharm., USA, Inc. v. FDA. No. 99-5287. 2000 U.S. App. LEXIS 38,667 (D.C. Cir. Nov. 
1 5, 2000} ("Teva If). Specifically, FDA believed that Teva I and // required the agency 
to treat a dismissal of a declaratory judgment action for lackofjurisdictionasacourt 
decision trigger if the patentee is estopped from enforcing its patent against the 
declaratory plaintiff. 

Teva Phannaceuticals USA, Inc. challenged FDA*s June 28, 2005 decision in 
district court, Teva Pharms. USA. Inc. v. FDA, 398 F. Supp, 2d 176 (D.D.C. 2005). On 
appeal, the Teva III court vacated the judgment of the district court with instructions to 
vacate the FDA's decision and ccmar.d to the agency for furtlisr proceedings. The court 
held that FDA's decision was arbitrary and capricious because "[l]he FDA mistakenly 
thought itself bound by our decisions in Teva /and Teva JI." Teva III, 2006 U.S. App. 
LEXIS 63S4, at *12. In the court's view, the 7>va / and 7>va// decisions had been 
decided purely on procedural grounds and "left the final decision" of statutory 
interpretation to FDA.. Id. at *9. 
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FDA has therefore undertaken to inteiprct the slal^Jtein light of the Teva J/7 
court's direction *"to bring its experience and expertise to bear in light of competing 
'mlcrcsts at stake' and make a reasonable policy choice." Id at'*']3{q\ioim^PDK Labs., 
Inc. V. DEA, 362 F.3d 7S6, 797-98 (D.C. Cir. 2004)). As explained in greater detail 
below, FDA interprets the language of the court decision trigger provision, *'thc date of a 
decision of a court . . . hoJding the patent which is the subject of the certification to be 
invaJid or not infringed," lo require a court decision with an actual "holding" on the 
merits that the patent is invaJid, not infringed, or unenforceable. The holding must be 
evidenced by language on the face of the court's decision showing that the determination 
of invalidity, noninfringement, or unenforceability has been made by the court. FDA's 
experience in making court decision trigger deterrainarions bears out the difficulty in 
implementing a broader, estoppel-based standard that requires the agency to evaluate 
whether the patentee is estopped from suing for infringement. FDA's "holding-on-the- 
merits" interpretation adheres closely to the language of the statute, and will provide a 
bright line thai is more easily administrable by FDA and that will enable indusby to make 
appropriate business planning decisions. 

Ap^\y\r^g FDA's interpretation to the facts of this case, FDA has determined that 
the July 23, 2004, Apotex -Bristol dismissal does not constitute a court decision trigger of 
. 1 SO-day exclusivity for pravastatin because there is no language on the face of the 
dismissal evidencing that the court held on the merits thatany of the subject patents were 
invalid, not infringed, or unenforceable. 

I. Statutory and Procedural Background 

A. ] 80-Day Exclusivity and the Court Decision Trigger 

Under section 505(i)(2)[A)(vii), ANDA appiicants must make one of four 
certifications (commonly referred to by the four sub-paragraphs of section 
505(j)(2)(A)(viO establishing them) to certain patents, claiming the drug or a use of the 
drug for which the ANDA applicant is seeking approval. The certifications are: a 
"paragraph I" certification that patent information has not been fried; a "paragraph 11" 
certification thai the patent has expired; a "paragraph III" certification of the date the 
patent will expire; or a "paragraph IV" cerrificalion that Use patent is invalid, not 
infringed, or not enforceable. 21 C.F.R. § 31 4.94(33(1 2Xi)(A). 

A paragraph I or 11 certification indicates that the applicant believes that the 
patent docs not bar iramediatc approval of the ANDA. A paragraph lU certification 
ind-icatcs that the applicant is not challenging the validity or applicability of the patent 
and that the applicant is seeking ANDA approval on/y afler the patent expires. A 
paragraph fV certification indicates that the AND.A apph'cani disputes the apph'cability or 
validity of that patent. 

An ANDA applicant making a paragraph W certification must provide notice to 
the new drug application (NDA) holder and paient owner stating that the ANDA has been' 
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filed and describing why the patent is invalid, wiJ! not be infringed, or is unenforceable. 
21U.S.C. §3550)(2)(B);2l C.F.R. § 3]4.94[a)(12XiXA). This nolice provides the KDA 
holder and patent owner the opportunily to bring suit for patent iniringcment prior to 
FDA 's granting marketing approval for Ehe ANDA applicant's product. In certain cases, 
if the NDA holder or patent owner sues the ANDA applicant for patent infringement 
within 45 day of receipt of 'Jie notice, FDA must stay approval of the ANDA for 30 
months (21 U.S.C. § 355(j)(5){B)(iii)). The FDCA provides that an ANDA applicant 
cannot bring an action for declaratory judgment unless this 45-day period has expired, 
neither the NDA holder nor the patent owner has sued the ANDA applicant for patent 
infringement "before the expiration of that period, and, as applicable, the ANDA applicant, 
has offered these parties confidential access to its application for the purpose of 
determining whether to bring a patent infringement suit. 21 U.S.C. § 355G)(5)(C)(i) 
(2005). 

Section 5Q5(j)(5)(B)(iv) of the Act governs FDA's 180-day exclusivity 
determinations. The statute provides 1 60 days of marketing exclusivity as an additional 
incentive and reward to the first ANDA applicant to expose itself to the risk of being sued 
for infringing a patent ihzi is the subject of the paragraph TV certification. Il does so by 
delaying approval of subsequent ANDAs containing later paragraph IV challenges to the 
patent until the expiration of 180 days after a triggering event. The applicable version of 
the statulc reads as follows: 

If the application contains a certification described in subclause IV of paragraph 
Ci)(2XA)(vii) and is for a drug for which a previous application has been 
submitted under this subsection [containing]' such a certification, the application 
shall be made effective not earlier than one hundred and eighty days afler- 

(I) the date the Secretary receives nolice from the applicant under 

the previous application of first conunerciaJ marketing of the 
drug under the previous apph'cation, or 

(H) the date of a decision of a court in aji action described in clause 

(ii) holding the patent which is the subject of the certification 
to be invalid or no t infringed, 

whichever is earlier. 
21 U.S.C. § 355(j)(5)(BXiv) (2002).^ Under this provision, cither of two events can 

Co'Mii reviewing the siamie have coruntnitd ihat the word "conlmuuiE" rcJlects a typographical error 
and should be "containing." Set, e.^.,Purepac Pharm. Co. v. Friedman, l62F.3d 1201, J203n.3(D.C. 
Cir. 1998); Mova Fharm, Corp. v. ShaJala, 140 F.3d 1060, 1064 n.3 (D.C. Cii. 1996). 

' Congress Bmcndcd 21 U.S.C. § 335(i) in Ule 2003. 5ec The Access to AfTordablePharmaccuticaiS 
provisions of Uie Medicare Prcscripiion Drug, Improvemcni, and Modernization Aci of 2O03, Pub. L. No. 
1 08-173, in Stat. 2066 (Dec. B, 2003) ("MMA"). The majori^ of the amendments pertaining to ] 80-day 
exclusivity do not apply to the exclusivity deicnni nations foi :hc pravasialin ANDAs because the earliest 
ANDA containing a paragraph JV csrtificai'on was submincd before the December 8, 2003. cnaclmsnt date 
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trigger Ihe start of the exclusivity period; (1) the commercial marketing of the drug 
product as set forth in subparagraph (I); or (2) an appJicable covrt decision as set forth in 
subparagraph (11). Subparagraph (D) is commonly referred to as the "court decision 
trigger." 

By regulation, FDA has long iDterpreled the court decision trigger Ic be satisfied 
not only by a decision of a court holding the patent invalid ornot infiringed, but also by a 
decision holding the patent unenforceable. 21 C.F.R.. § 314.1 07Cc)(l)(ii). In the 
preamble to the 1 994 final rule implementing the Drug Price Competition and Patent 
Term Restoration Act of 1984 ("Hatch- Waxman Amendments'* to the FDCA), the agency 
explained that references in section 505 to patent invalidity and noninfringement should 
be interpreted to embrace unenforceability so as to be consistent with "Congress' obvious 
intent in allowing patent challenges under section 505," and to avoid absurd results. 59 
red. Reg. at 50,339 (citing Merck v. Danbury Pharmacol, Inc.., 694 F. Supp. 1 p. Del. 
1988), affd, 873 F.2d 141 8 (Fed. Cir. 1989)). 

B. The Teva Cases 

In the leva cases, FDA was asked to delennine whether the dismissal of a 
declaratory judgment action for lack of subject matterjurisdiction in a patent case 
between Tcva and Syntcx constituted a court decision trigger of exclusivity for Apotex 
(then Torpharm) for the drug ticlopidinc. Teval, 182 F.3d at 1006-07. FDA determined 
that the Teva-Syntex dismissal was not a "decision of a court" or a ''holding," as required 
by the statute, Id. On appeal, the D.C. Circuit concluded that FDA's determination that 
there had been no court decision trigger was arbitrary and capricious. Id, at 1007-lG. 
The court remanded to the agency for an explanation of^ inter alia^ why FDA did not 
recognize that a dismissal based on representations that estopped the patentee from suing 
for infringement constituted a court decision trigger. Id. 

"On Tcmand» FDA attempted to explain its decision, but the district comt, Judge 
Kollar-Kotelly, rejected the agency's explanation. TevaPbarms. USA, Inc. v, FDA, No. 
99-67, 1 999 U.S. Dist. LEXIS 14.575 at *22-23 (Aug. 19, 1999) ("The FDA is bound by 
tbeCourt of Appeals' determination thai the purpose of the court decision trigger is to 
ensure that the patent-holder is estopped from suing the AKDA applicant."). The D.C. 
Circuit afiinncd the district court's decision in an unpublished decision stating that "for 
the reasons cited ... in Tevalznd by the District Court, the judgment of the agency fails 
for want of reasoned decision-making." Teva IJ, 2000 U.S. App. LEXIS 38,667, at *6. 
Following the Teva //decision, FDA has believed that it was bound to apply an estoppel- 
based standard when making court decision trigger delerminauons, and initially applied 
this standard with respect to the pravastatin products at issue here. 



of the MMA, See id. § 1 102Cb)(l). Tht MMA does, howtvct. apply ta the coun decision trigger 
dclcrminalion si issue insofar as il defines a "decision of ■ court" as a final judgmcnr fi-om which no 
appeal can be Or has been uken. See MMA § 1 102(b)f3) (defining "decision of* coim" for drugs for 
which a paragraph IV certification was filed before cnactnnrnl of the MMA and for which ihcr? has been no 
triggering court decision as of the dale ofcnactnicnt, December 8, 2003). 
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C. FDA's June 28, 2005 Decision 

Bristol is the holder of an approved NDA 19-898 for pravastatin sodium tablets, 
which it markets under the brand-name Pravachol. Pravachol is approved for the primary 
arid secondary prevention of coronary events and for treating hyperlipidemia. Bristol 
listed four relevant patents in the Orange Book with respect to its drug: U.S. Patent Nos. 
4,346,227 ("the '227 patent"); 5,030,447 ("the '447 patent"); 5,180,589 ("the '58? 
patent"); and 5,622,985 ("the '985 patenO. Several ANDA applicants, including Apotex 
and Tcva, have submitted ANDAs containing paragraph TV certjflcajions to the '447, 
'589, and '985 patents. The '227 patent and its pediatric exclusivity expires on April 20, 
2006. •* Any applicant thai has submitted a paragraph III certification to the *227 patent is 
thus precluded from marketing the dmg at least until that date. 

Apotex notified Bristol of its paragraph IV certifications to the *447, '589, and 
'985 patents, but Bristol declined to sue Apotex for infringeraent. Apotex then sued 
Bristol in the United States District Court for the Southern District of New York (Apotex 
Inc. V. Bristol-Myers Squibb Co. (No. 04 CV 2922)) for declaratory judgment of non- 
infringement and/or invalidity of those patents. The case was dismissed by a stipulation 
and order issued on July 23, 2004. 

The order recited thai Bristol had "repeatedly represented and assured Apotex 
that, notwithstanding any disagreement on the scope or interpretation of the claims of the 
'447, '985, and '589 patents, it had no intention to bring suit against Apoiex for 
infringement,'* Apotex stipulated to dismissal of the case for lack of subject matter 
jurisdiction based on those "prc-CompIairit representations." Both parties signed the 
stipuUiion and order, which the court endorsed as "so ordered." 

By letter dated September 7, 2004, Apotex requested a determination from FDA 
that the July 23, 2004 stipulated order dismissing Apotex's declaratory judgment action 
constituted a "decision of a court" under section 505G)(5)(B)(ivXII) that triggered any 
1 80-day excJusivity for pravastatin. In view of the Teva cases, FDA believed itself 
obliged to apply an estoppej-based standard in determining whether ths July 23, 2004 
order qualified as a court decision trigger. In its June 28, 2005 decision, the agency 
determined that Bristors assurances to Apotex that it would not sue for infringement 
estopped Bristol from suing Apotex for infringement. Thus, under the estoppel-based 
standard FDA believed Tew /mandated, FDA found that the dismissaJ qualified as a 
court decision under section 505(i)(5)(B)(Jv)(II). triggering the running of 1 BO-day 
eKcIasrvily for the '447, '589, and '985 patents. 



Pediatric exclusiviiy is intended as an inccniive lo sponsors to conduci and submit lo FDA studici 
requested by (he agency on Ihe use of dr.igi in pcdiarric populations. It is a six-monlh occltisivity -hjr 
aMachcs to any listed patent or exclusivity for the dnjg studied. 2 1 U.S.C. § 355a. 
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D. Tfiva /// 

On Juiy 26, 2005, Tcva sued FDA. firguing that FDA's June 28, 2005 decision 
was based on the agency's erroneous belief that Teva J and Teva //required the agency to 
apply an estoppel-based standard. Alternatively, Teva argued that even if the Teva 
decisions did impose an estop pel-based standard for the court decision trigger, Bristol's 
assurances to Apotex were insufficient to effect a complele estoppel. Teva additionally 
argued that the dismissal had been made effective not by the court but by the parties 
. under Federal Rule of Civil Procedure 41Ca)(l)(ii), and as such lacked sufficient judicial 
involvement to constitute a "decision" or a "holding" of the court. 

The district court agreed with Teva that Lhe dismissal had been made effective 
under Rule 41(a)(l)(ii) and lacked sufficient "judicial imprimatur" to constitute a court 
decision trigger of iSO-day exclusivity. Teva Pharms. USA. he, v. FDA, 398 F. Supp. 2d 
176. 190 CD.D.C. 2005) (Bates, J.). The court stated, however, that Bristol's statements 
to Apotex were sufficient to preclude Bristol from suing for iniringement, concluding 
that *'[t]his case thus embodies the peculiar circumstance in which the words of [Bristol] 
arc preclusive, but they are not part of a 'decision' or 'holding' within tht Cleaning of the 
Hatch- Waxman Act." Id. at 192 n.6. The district court did not reach the question of 
whether Teva I and Teva //had established a substantive rule binding upon FD A.- 

On appeal, (he B.C. Circuit determined that "(Ijhe FDA mistakenly thought itself 
bound by Dur decision in Teva /and Teva //."ajid held that "[t]his error renders [the 
agency's] decision arbitrary and capricious." TtyaJU, 2006 U.S. App. LEXIS 6384, at ■ 
*12. The coun explained that it had never established a requirement to apply the estoppel 
standard as an interpretation of the court decision trigger. Id. at *8-10. Rather, Teva 111 
held that 7eva /had simply found FDA's reasoning inadequate for the reasons discussed 
in that decision. Id. at +9; see also section U.A., infra. Concluding that "FDA still has 
not answered the questions put to it by the Teva I court," id. at * 1 3 n.5, the court vacated 
the district court's judgment and directed the district court to remand to the agency to 
interpret the court decision trigger provision in view of the agency's own expertise and 
appropriate policy considerations. Id. at*i3, 

n. FDA's Interpretation of the Coun Decision Trigger Provision 

In accordance with the JevG /// court's dctenminarion thai FDA is not bound to 
apply the estoppel-based standard discussed in Teva I, FDA has brought its experience to 
bear and now makes an independent interpretation of the statute, KDA has determined 
that it is most appropriate to interpret the statute consistently with its plain language. 
Thus, the agency is interpreting the court decision trigger provision to require a decision 
of a couri that on its face evidences &holdingoji the merits that apatent is invalid, noj 
infringed, or unenforceable. This interpretation follows most readily ftxim the statutory 
language and FDA 's long-standing regulation including unenforceability as a separate 
basis for a court decision trigger. 21 U.S.C. § 355a)(5)(B)Civ)(Il) ("the date of ^decision 
of & court . . . holding the patent which is the subject of the certification to be invaJid or 
not infringed") [emphasis added); see also 21 C.F.R. § 3]4.107(c)(l)(ii) ("The date of a 
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decision of the court holding the relevant patent invalid, unenforceable, or not 
infringed") (emphases added)." 

A "holding" is gencraJly defined to mean "[a] court's deierminaiion of a matter of 
law pivotal lo its decision; a principle drawn from such a decision." Black's Law 
Dictionary at 737 (7lhed. 1999). The statute's express requirement of a "holding" that 
the patent is "invalid" or "not infringed" indicates that the coiirl must resolve the issues 
of invalidity, noninfringemem, and unenforceability (pursuant to FDA's regulation) on 
the merits. See id. al 1003 (defining "merits" as referring to *'[t]he elements or grounds 
of a claim or defense; the substantive considerations to be taken into account in deciding 
a case, as opposed to extraneous or technical points, esp. of procedure"). Urider the 
agency's iniCT^retation, in the court decision trigger context, the holding must be 
evidenced by a statement on the face of the court's decision demonslraling that the court 
has made a dcEenninatiQn on the merits of patent invalidity, noninfringement, or 
unenforceability. 

A. FDA's Response to Teva I 

In reaching this interpretation, FDA is mindful of the Teva /court's criticism of 
the agency's original position, as well as the Teva 777 court's view that FDA has never 
adequately addressed that criticism. FDA addresses the specific issues raised in Teva I 
below. 

1. FDA's InterprelaUon is Consistent with the Purpose of the Statute 
and Will Promote Industry Certainty and Administrative 
Workability 

FDA acknowledges the Teva /court's discussion of broader definitions of 
"decision" and "holding" as potentially including dismissals with preclusive effect. Teva 
/, 382 F.3d at 1008. However, the Teva ///court has determined that Teva I's discussion 
is not binding upon the agency. Tevfl///, 2006 U.S. App. LEXIS 6384, at *1 2. 

Teva /further suggested that estoppel was a relevant consideration for the court 
decision trigger because a different view would allow the patent holder to manipulate the 
system and delay generic competition by stating that il would not enforce its patent. Teva 
/, 182F.3dat 1009, That result, in the court's view, would be contrary to the purpose cf 
the statute. Id. FDA does not believe, however, that a narrower, tcxtuaJiy-based 
approach is contrary to the purpose of the statute. The court decision trigger provision 
expressly requires a decision ofa court holding in favor of the .M<DA applicant. Ths 



* The D.C. Circuil has found that the couri decision trigger provision is ambiguous. See Tsva I, 182 F.3d 
£t 1007-08 (noting that the (emu "holding" and "decision" are iubjcct lo inicrprctation); see also Teva /If, 
2006 U.S. App. LEXIS 63S4 at * 1 2 (assuming, in accordance with Tevo /. thai Ihe statute is ambiguous). 
i o (he extent rfist ihere is ambiguity in any of the terms, such as "decision," "holding," "invalid," "not 
infringed," and [by regulalior.j "unenrorcctbte," FDA's intcrprcution is permissible and hews more closely 
ID the language of the statute than the csioppel-based approach thai the agency believed was compelled by 
Tevp J and Teva //. 
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agency's "hotding-on-the-merits" standard may provide a more limited trigger thaji an 
estoppel-based standard, but i\ is Congress itself that chose Lo impose the requirements of 
a "decision ofa court" and a "iiolding." The estoppel -based standard, by contrast, has the 
anomalous result of substituting the agency's subsequent determination of preclusive 
effect for a court's holding on the mcKts. 

Elsev/here, the D.C. Circuit has recognized thai the exclusivity provision reflects 
a Congressional balancing of competing policy goals. See Teva Pharmaceutical Indus, v. 
FDA, 410?.3d 5), 54 (D.C Cir. 2005). "Because the balance struclc .... is 
quintessentially a matter for legislative judgment " the interpretation should "attend 
closely to the terms in which Congress expressed that judgment." Id. FDA believes that 
it is appropriate lo apply the most facially supportable interpretation of the statutory 
language to. give effect to Congress's purpose for the courtdccision trigger provision, and 
that nothing less than a court decision with a holding on the merits of the patent claims 
shouid qualify as a court decision trigger. The estoppel-based approach, hy contrast, 
renders the terms "dccisioT^" "holding." and "invalid or not infiinged" superfluous, in 
contravention of accepted canons of statutory construction. See, e.g, Bailey v. United 
Slates, 516 U.S, 137, 146 C1995) (superseded by statute on other grounds) C'Weassume 
that Congress used [the] terms because it intcrjded each term to have a particular, 
nonsupcrfluous meaning."). Indeed, pre-Teva /. the D.C. Circuit suggested tliat a proper 
interpretation of the court decision trigger should give substantive effect to the terms that 
Congress chose. See Purepac Pharm. Co. v. Friedman, 1 62 F.3d 1201, 1 205 n.6 (D.C. 
Cir. 1 998) ("Suppose fbiher that a first applicant is sued but that the suit docs not result 
in a judicial decision finding the patent not infringed or invalid, so that the judiciaj 
decision trigger in § 355(i)(5)(B)(iv) is not activated. This could happen if, for instance, 
the suit is dropped or settled."). 

Further, the law on estoppel relevant in the court decision trigger context is not 
well developed. In fact, the Federal Circuit law to which the D.C. Circuit looked in Teva 
I to determine whether a particular representation has estoppel effect generally addresses 
whether there is sufficient reasonable apprehension of suit to support a declaratory 
judgment action, and not, as in the Teva /court's inquiry, whether the patentee is 
ultimately estopped from suing for infringement.* In short, applying the estoppel 
standard articulated by the Teva I court would often require FDA to resolve factually 
intensive questions with little guidance from the courts on how to apply the facts lo the 
law. 

Estoppel can be raised in different contexts, and the agency foresees that an 
estoppsl-based approach could require FDA to make determinations based on a host of 
factors regarding whether a patentee may be equitably estopped from suing a particular 
A>fDA appUcauL See. e.g., A.C. Aukerman Co. v. R.L Chaides Constr. Co., 960F.2d 
1020, 1028 (Fed. Cir. 1992) (en banc) (noting factors relevant lo equitable estoppel; 



See Te^af, J S3 F.3d at ]QOh-DE (cilin^ Super Sack M/g. Corp. v. Chase Packaging Corp., 51 ¥. id 1054, 
1 059 (Fed. Cir. 1 995); Speclror.ics Corp. v. H.8. Fuller Co., 940 F.2d 63 1 , 636-38 (Fed. Cir. 1 99] ); and 
Fina Research. S.A. v. Barvid lid., Ml F3d M79. ]4B3-8'? [Fed. Cir. 199B)). 



Case 1:06-cv-01890-RMC Document 12-7 Filed 11/17/2006 Page 18 of 24 



(1) misleading conduct by the palentee indicating that it wil! not enforce its patent; 

(2) reiiance by the alleged infringer; and (3) material prejudice to the alleged infringer.if 
the patentee is allowed to proceed with its claim). Such determinations are often quite 
subjective, dependent on an infinite variety of factual contexts, and provide scant basis 
for predictability to the regulated industry. 

In addition, the estoppel -based approach has been difficu}t to apply and has Jed to 
uncertainty. Experience has shown, for example, that declaratory judgment actions nay 
be dismissed fora variety of reasons, not all of whjch concern representations with 
preclusive effect that can then serve as a proxy for a finding of estoppel. See, e.g., Teva 
Pharms. USA, Inc. v. Pfjzer, Inc., 395 F.3d 1324, 1333 (Fed. Cir.), ceri. denied, 126 S. 
Ct. 473 (2005) (dismissing deciaraldryjudgtnent action for lack of subject naatter 
jurisdiction despite the patentee's refusal to provide assurance that it would not sue). 
Indeed, Tevn /and TevaJ/^ as well as the instant pravastatin case, demonstrate the 
difficulty of applying an estoppcl-bascd standard that requires the agency to evaluate the 
underlying reasons for a dismissal — and the very low likelihood of industry certainty 
under such a standard. 

FDA is ili-equippcd to n:\ake feet-based detenninations concerning whether 
certaiji statements or actions of a company in litigation to which FDA is not a party may 
estop that company from enforcing its patent. FDA's interpretation of the court decision 
triggerprovision as requiring ahoidingon the merits will enable the agency to rely on the 
face of the court's decision to detcmiinc whether there has been a holding that a patent is 
invalid, not infringed, or unenforceable. As Teva I and Teva 11 demonstrate, an estoppej- 
bascd approach incxorahjy spawns subsequent litigations concerning FDA's estoppel 
determinations — litigations that can be avoided under a clearer, textually-based 
standard. 

2. FDA's Interpretation is Consistent with its Regulation, which 

Includes Unenforceability as a Separate Basis for a Court Decision 
Trigger 

The TV^ffi court requested that FDA explain how FDA's decision that the Teva- 
Syntex dismissal was not a court decision trigger was consistent with FDA's regulation 
including unenforceability as a basis for the court decision trigger. Jd. at 1009-10 Teva] 
suggested that FDA's position was "absurd" because FDA's regulation included 
unenforceability, but FDA refused lo acknowledge a dismissal that had the apparent 
effect of unenforceability as a court decision trigger. Id. 



' In (he pr»vaslatin case, for cxampk. ttjc district coiwl agrctd with FDA Uial Bristol was esioppcd from 
suing Apotejt far infiingtmcnl, but for diflercm reasons. Compare Teva, 398 F. Supp, 2d ai 1 92 n.6 
ffmding preclusion bused on BrisloJ 's rcprwcnlalions baving "prevcnl[sd] any reasonable apprehension 
From arising"); with FDA 's June 28, 2005 lencr ti 4 (finding prcciusion based on Brisiol "s repe£tcd 
assurances that it had no inienlipn lo sue ApDiex for mfringciTKai). 
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FDA's regulation interpreting the court decision trigger slates that the trigger 
occurs on: "[t]he date of a decision of the court holding ihe rcievani patent invalid, 
unenforceable, or not infringed." 21 CF.R. § 3l4.l07{cXl), FDA's inclusion of 
"unenforceable" in its regulation serves the salutary purpose of encouraging patent 
challenges based on unenforceability, See 59 Fed, Reg. at 50,339. The regulation, 
consistent with the statute, expressly requires that there be a court "decision" and a 
"holding" of unenforceability. 

FDA docs not beiieve that a patentee's statements concerning its intentions notlo 
enforce a patent, even if reflected in the dismisKaJ^ constitute a court's "decision . . , 
"holding" a patent unenforceable. M explained in section II.A.l., supra, FDA rejects an 
estoppel -based interpretation of the statute based on a patentee's representations. As 
noted, a dcciaratoryjudgment ac'Jon can be dismissed for avariety of reasons, and such a 
dismissal cannot uniformly serve as aproxy for a determination ofprectusivc effect. 
Even if a palcntce's representations have the apparent effect of rendering a patent 
unenforceable vis-a-vis a particular ANDA applicant, in the agency's view, a holdmg of 
unenforceability must result from a court 's consideration of thai issue on the merits, 
rather than FDA 's evaluation of the effect of a patentee's statement. The estoppel- based 
approach turns the statutory language on its head, by compelling FDA— rather than a 
court, as rhe statute seemingly requires — to effectively make a "decision" and s 
"holding" of unenforceability. Such patent-related decisions are not within the agency's 
expertise, nor does the statute require FDA to make those decisions, FDA*s statutory and 
regulatory interpretation is not "absurd" because it is narrower than the estoppel-based 
standard. The agency*s interpretation gives fuW effect to each word of the statute and 
regulation and will provide greater certainty than the estoppel-based standard. 

3. FDA's Interpretation is Consistent with the FDA's 180-day 
Exclusivity Guidance and the Cronutec Decision 

Teva J also concluded that FDA had not adequately explained fls position on the 
Teva-Syntex dismissal with regard to (a) FDA's "case-by- case" approach to exclusivity 
set forth in a guidance document, J 80-Day Generic Drug Exclusivity under the Hatch- 
Waxman Amendments to the Federal Food, Drug, and Cosmetic Act (June 1 99S) (1 80- 
day exclusivity guidance); or (b) why the agency recognized a grant of partial summary 
judgment of nonin&ingement based on apaient holder's admission as a court decision 
trigger in Granutec, Inc. v. ShalaJa, 739 F.3d 889. 1998 WL 153410 (4th Cir. Apr. 3, 
1 998) (unpublished opinion), but did not consider the Teva-Syntex dismissal for lack of 
subject matter jurisdiction a court decision trigger even though it too arose from 
statements made by the innovator. Id. at I Oi 0-1 1. 

The regulatory landscape has changed dramalJcaJly since FDA's onginal 
detennination that the Teva-Syntex dismissal did not constitute a court decision trigger. 
At that time, FDA was undertaking rulemaking and regulating directly from the statute in 
the interim, using a "case-by-casc" approach to make its exclusivity determinations. See 
1 80-day exclusivity guidaacc. Teva I suggested Lhat FDA had failed to adopt any 
particular interpretation of the statute, and also had not "abide[d] by the commitments it 



10 
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madfi in the 'Guidance for Industry' as to how it would proceed until a new rulemaking 
was compJcted." Id. 

Just a few days after the leva 1 decision, in proposing a ruJe, KDA rejected a 
suggestion that a dismissal for lack of jurisdiction based on a lack of case or controversy 
should constitute a court decision trigger. 180-Day Generic Drug Exclusivity in 
Abbreviated New Drug Applications. 64 Fed. Reg. 42,873, 42,881 (Aug. 6, 1999) 
(proposed rule). Rather, the agency proposed a 1 80-day "triggering period/' during 
which there would have to be cither a favorable court decision or commercial marketing 
of the drug, /i-af 42,877. If neither of those events occurred, the first ANDA applicant 
would lose its eligibility for exclusivity. Id. Under the ''triggering period" approach, 
subsequent applicants would not be blocked indefinitely fi-om approval, and would thus 
presumably have no need to seek lo trigger exclusivity by bringing declaratory judgment 
actions and thereby raising the myriad issues thai arose in the TVva litigations. Id. at 
42.881. 

FDA withdrew that proposed riJle in 2002, however, in part due lo its belief that 
the Tijvfl/ "holding was directly at odds with the approach the agency proposed in the 
August 1999 proposed rule to deal with dismissals of declaratory judgment actions." 
1 80-Day Generic Drug Exclusivity for Abbreviated New Dmg Applications, 67 Fed, 
Reg. 66,593, 66,594 (Nov. 1, 2002) (withdrawal of proposed rule) ("After careful 
consideration of the conuncnts on the August 1999 proposed rule and muJa'ple coun ' 
decisions affecting the agency's inleiprstation of the provisions of the act relating to 1 80- 
day exclusivity and AMDA approvals, PDA has concluded that it is appropriate to 
withdraw the August 1999 proposed rule at this time.")! Following KDA's withdrawal of 
its proposed rule. Congress substantially amended the 1 80-day exclusivity provision in 
thcMMA. i'ec note 2. 5UprD. FDA deteiminBd not lo expend its resources crafting a 
regulation thai would be vulnerBble lo challenge if it diverged from Tevc /and would in 
any event become less relevant in the near future due to Congress's substantial revision 
of the 180-day exclusivity provision, which ultimately eliminated the court-decision 
trigger pnavision (but provided for forfeiture of exclusivity in certain circumstances).' 

Now, however, FDA is independently interpreting the statute in accordance with 
the direction of the Teva !I! court. For a!i of the reasons explained above, FDA*s 
interpretation here is fully consistent with the statutory language and the extensive 
regulatory and judicial history concerning the agency's treatment of the court decision 
trigger issue. 



It bears noting that one cvem thai can trigg" forfeiture under the MMA is a "a scttlcmcnl or conscnl 
decree thai cnlcr? a final jadgmeal thai includes a findiog thai the paicnt is invalid or not iafrinficd " 2] 
U.S.C. § 3550)(5XD){!)(l)(bb)(BB) (2005). As explained above, the MMA ajncndmcnls do nor apply lo 
pravastatin CKCcpt in one rcspccf {see nole 2, supra) and ire not at issue in this decision. The agency 's 
determinaiion to apply the "holding-on-the-mcriu" standard under the prc-MMA sututc docs not inflect an 
agency view as lo Ihe proper scope or inierpreialion of this forfeiture prx>vis!on or any other fotfeituic 
provision in the MMA. 



n 
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Teva I also suggested thg-E the T&va-Syntex dismissal should satisfy the court 
decision trigger requirement because it "support[cd] estoppel to the same extent as the 
grant of partial summary judgment at issue in Granulec.'" TevctJ, 182 p. 3d at 1013. For 
the reasons explained in section U.AA, supra, however, FDA does not believe (hat the 
court decision Iriggcr provision shouJd be interpreted to embrace dismissals based on 
underlying statements that have estoppel effect unless the decision evidences a court 
holding on the merits of the patent claims. Applying the "holding-on-the-merils" 
interpretation, it is clear thai the Teva-Synlex dismissal was materially distinguishable 
from the decision at issue in Gramiiec. 

The underlying decision in Granuiec was a meraorandum decision hy the court 
granting a motion for partial summaxy judgment of noninfringement based on the 
patenie&'s concession that the defendant's product did not infringe. Glaxo, Inc. v. 
Boehringer Ingelheim Corp., No. 95-CV-01342 (D. Conn. Oct. 7, 1 996) (memorandum 
decision). The court's gran! of summary judgment is clearly a holding en the merits of 
patent noninfringement as a matter of law.^ See Fed. R. Civ. Proc. 56(c) ("The judgment 
sought shall be rendered forthwith if the pleadings, depositions, answers to 
inten-ogatories, and admissions on file, together with the affidavits, if any, show that 
there is no genuine issue as to any material fact and that the moving party is entitled to a 
judgment as a matter of law.*'). In contrast, the Teva-Syntex case was dismissed on 
jurisdictional grounds based on Teva's lack of a reasonable apprehension of suit. See 
Teva /, 1 82 F.3d at ] O04. Once the court recognised that it lacked jurisdiction^ it 
appropriately refjsed to decide the merits of the case and granted Syntax's motion to 
dismiss. Thus, FDA^s textually-based interpretation is entirelyconsistcnt with its 
determination thai there was a court decision trigger in Granutec, but not in the Teva- 
Syntex case. 

B. FDA's Inlerpreiation is Most Facially Supportable and is Consistent with 
important PoJicy Goals of Regulatory Clarity and Certainly 

Tlie legislative history for the Hatch- Waxman amendments clearly reflects a 
congressional intent to expedite approval of generic drugs and promote competition in the 
drug marketplace. H.R. Rep. No. 98-857, Ft. 1, 98th Cong.. 2d Sess. at 14-15, reprinted 
in 1984 U.S.C.C.A.N. 2647-48. However, to achieve these policy goals. Congress 
established a regime that depends on ANDA applicants to challenge drug patents to 
enable earlier approval of generic drugs and, thereby, promote competition. Congress 
clearly believed that ANDA applicants needed an incentive beyond the prospect of earlier 
generic market entry to take on the litigation risks associated with challenging drug 
patents. This Congrcssionalbelief is manifested in the statutory provision for 180-day 
exclusivity under section 505(j)(5)(B)(iv). 



Consistcnl with its decision in the Granutec chsc. FDA's interpretation docs not demand, and ihc agency 
docs nol intend to limit lis scope lo. eouri decisions following a full trial. The siaturory language "decision 
of a court" in scciion 505{i){S)[BXiv)ilT) does nol require such 3 narrow reading; nor docs Jhe legislaiive 
history appear lo indicate Congrcssioniil intern for the language to be read in such a manner. 

!2 
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A relatively broad interpretatjonofrhe court decision irigger, such as the estoppel 
standard, rnakes jt easier to trigger 1 80-day exclusivity. In any specific case, this may 
speed approval of subsequent ANDA applicants and, therefore, compeLition in the 
marketplace. However, a relatively broad trigger for ISO-day exclusivity could diminish 
the value of 1 80-ciay exclusivity to ANDA applicants, and thus it might also reduce the 
incentive for ANDA applicants to challenge an innovator's patents. A relatively narrow 
intcrprctationj such as the *'hoIding-on-lhe-mcrits" standard, may slow approval of 
subsequent ANDAs and competition in a specific case. It could, however, make 
exclusivity more valuable, and thus make patent challenges more common overall In 
any event, the legislative history offers little if any guidance as to which interpretation 
Congress might have preferred, and thus it is appropriate to apply the interpretation most 
consistent with the plain language of the provision. See, e.g., Teva, 410F.3d at 54. 

In the absence of clear Congressional intent to promote another policy objective, 
the agency considers clarity and certainty of critical hnportance. Because of the huge 
financial consequences that result from gaining or losing six months of ANDA marketing 
exclusivity, drug companies have creatively construed the FDCA and relevant court 
decisions to gain whatever marketing advantage they can. This dynamic is demonstrated 
with remarkable clarity by Apotcx's and Tcva's having taken legal positions with respect 
lo the Apotcx-Bristo] dismissal that are diametrically opposed to their positions in the 
original Teva litigation during 1999 and 2000. This change of positions is not surprising 
because their roles are reversed: with respect to pravastatin, they each occupy the seat 
the other occupied with respect to ticlopidine. Indeed, the parties' (as well as the Generic 
Pharmaceutical Association's) disparate policy arguments for and against easier 
triggering at different times underscores that there may be no clearly preferable position 
from a policy perspective. See, e.g., TevaPharms. USA, Inc. v. FD^,No. 05-1469 
(D.D.C.) (0pp. of Intervenor-Defendant Apotex Inc. to Mot. of Generic Pharmaceutical 
Ass'n for Leave to File Brief as Amicus Curiae, at 2-4, filed Sept. 9, 2005) (noting that 
the Generic Pharmaceutical Association has made policy arguments both for and against 
a broad interpretation of the court decision trigger in different cases). 

The stipulated order dismissing the Apotex-Bristol case could reasonably be 
viewed as an effort to tailor a dismissal order Jo satisfy the estoppel standard discussed in 
Teva /. It includes a statement on its face that Bristol had committed not to sue Apotex 
for patent infringemenL II expressly states that the case is dismissed for lack of subject 
matter jurisdiction on the basis of Bristol's assurances. Nevertheless, Teva challenged 
the agency's determination on multiple grounds, including whether Bristol's statements 
had estoppel effect and w^hsthcr the order constituted a decision of a court as a matter of 
federal civil procedure law.^ 



' The agency's brief an appeal lo the Teva ///cojrt uidizaics )ht poicntially myriad compJexilics of 
aSempting lo apply an csloppcl-bascd standard: 

The cQntidcrations thai the district court's decision makt cnjcial - whether the dismissal for lack 
of jurisdicrion resulted from a moltor or » siipulaiion, whether the dismissal was effected under 
one proccdura] rule Of another, whether the dismissal recites thai the court found "good tausc" for 
jl, whether the couii considered papers beyond ihc motion or stipulalion itself, whether the coun 

13 
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FDA's experience suggests thai drug companies will conlinuc to litigate over 
exclusivity issues whenever the potential financial rewards are sufficiently high. "Were 
FDA to adopt a standard less objective and clear than the *'holding-Oii-the-mcriis" 
standard, the opportunities for disputes regarding the tripping of the cocrt decision trigger 
wouJd increase. Further, il seems reaso/iable to assume that applicants are more likeJy to 
conclude that their chances of success in court are better in cases concerning patentee 
estoppel because of FDA's lack of expertise on this issue. 

It is in the public's interest, as well as FDA's own interest, to have exclusivity 
triggering determinations governed by a legal regime that is clear and easily 
administered. Encouraging highly-interested and well-financed litigants to pursue ever- 
finer distinctions, ever farther removed from the language of the statute and &om its 
purposes, docs not advance the pubJic's interest, It offers no guarantee of more rapid 
generic drug approvals, only a high likelihood of delay due to litigation, and the prospect 
that this area of law will remain unnecessarily unstable, thus undermining marketplace 
certainly and interfering with business planning and investment. 

C. Application of FDA's interpretation to the Apotex-Bristol Dismissal 

Under FDA's imcrprelation, it is clear that the July 23, 2004, stipulated order 
dismissing the Apotex-BristoJ declaratory judgment action is not a court decision 
"holding" that the subject patents are invalid^ not infringed, or unenforceable. Nowhere 
on the face of the order is there such a determination by the court regarding any of the 
patents at issue. Even if Bristol's assurances to Apotex, incorporated into the dismissal 
order, were later determined by a court to estop Bristol from suing Apotex for . 
infringement, Ibe July 23, 2O04 dismissal itself does not contain a holding on the merits 
of patent invalidity, noniniringemcnt, or unenforceability — the issues specified by 
Congress in the statute (and FDA by regulation). Indeed, the dismissal order makes clear 
that th& case was dismissed forproceduraJ reasons (lack of subject matter jurisdiction) 
based on Bristol's representations without a holding on the merits of Apotex's 
declaratory judgment patent claims. 

FDA has thus concluded that 180-dayexclusivity for pravastatin was not 
triggered by the July 23, 2004 dismissal. Absent a material change in circumstances, 
FDA intends to approve only those AND As eligible for 180-day exclusivity for 
pravastatin when the '227 patent (incliiding its period of pediatric exclusivity) expires on 
April 20, 2006. Approvals of all other pravastatin ANDAs will be delayed for 1 80 days 
after exclusivity has been triggered."* 



held a hearing, and tlic like . . , bear no re/afionship cirhcr lo whs(hcr the dccisior "hold[s] Lhc 
paicnt ... to be invalid or not infringed" .... 



infringed 
Br. for the Federal Appellinis st 54 [filed Dec. 22, 2005). 



'" Apolci asserted thst ihc Apoiex-Bristo! dtsmissi] appifcd ta :hc ID nig, 20 mg, 40 mg. and 80 mg 
sircng'iis of p;avastaiin. Because FDA has dttcraiincd iHit the Apoici-Brislol dismissal does not quali 



qualify 

]4 
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III. ConcJusion 

FDA interprets the court decision trigger provision to require a decision of a court 
that on its face evidences a holding on the merits of patent noninfringemcnl, invalidity, or 
unenforceability. The July 23, 2004, Apolcx-BristoJ dismissal does not contain such a 
holding. FDA therefore denies Apotex's request for an agency determination that 180- 
day exclusivity for pravastatin has been triggered and run. 

Sincerely, 



c^A^fy^"^^ — 



Gary Buehler 

Director 

Office of Generic Drugs 

Center for Drug Evaluation and Research 



as a CDun decision mggcr for any strength of prevasiaiui, FDA need not decide {and this decision should 
nor be construed as decjdi.ig} whziher rhc disjjussal order encompflsjcd ajj four stj-cngths. 



15 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 



Public Health Service 



ANDA 76-341 



Food and Drug Administration 
Rockville MD 20857 
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Apotex Coi-p. 

U.S. Agent for Apotex Inc. 

Attention: Tammy Mclntire 

2400 North Commerce Parkway, Suite 400 

Weston, FL 33326 

Sent Via Facsimile and U.S. Mail 

Dear Ms. Mclntire: 



This letter is prompted by the March 16, 2006, opinion of the District of 
Columbia Circuit Court of Appeals, Teva Pharmaceuticals USA, Inc. v. FDA, Nos. 05- 
5401 & 05-5460, 2006 U.S. App. LEXIS 6384 (D.C. Cir. Mar 16, 2006) ^Teva IIF). 
We are amending our response to the letter submitted by Apotex Inc. on September 7, 
2004. Apotex sought a determination that a dismissal of a declaratory judgment action 
brought by Apotex against Bristol-Myers Squibb Company ("Bristol"), Apotex Inc. v. 
Bristol-Myers Squibb Co., No. 04-2922 (Jul. 23, 2004 stipulation and order), constituted a 
"court decision trigger" beginning the 180-day period of marketing exclusivity for the 
first abbreviated new drug application ("ANDA") applicant to make a "paragraph IV" 
certification challenging a patent for Pravastatin Sodium Tablets 10 mg., 20 mg., 40 mg., 
and 80 mg. ("pravastatin"). FDA previously determined in a letter dated June 28, 2005, 
that the dismissal constituted a court decision trigger, based on an interpretation of the 
court decision trigger provision, Section 505(j)(5)(B)(iv)(II) of the Federal Food, Drug, 
and Cosmetic Act ("FDCA" or the "Act") (21 U.S.C. § 355G)(5)(B)(iv)(II)), that the 
agency believed itself compelled to apply as a result of two decisions of the D.C. Circuit: 
Teva Pharm.. USA, Inc. v. FDA, 182 F.3d 1003 (D.C. Cir. 1999) CTeva 7") and Teva 
Pharm., USA, Inc, v. FDA, No. 99-5287, 2000 U.S. App. LEXIS 38,667 (D.C. Cir. Nov. 
15, 2000) {''Teva IF). Specifically, FDA believed that Tevalmd //required the agency 
to treat a dismissal of a declaratory judgment action for lack of jurisdiction as a court 
decision trigger if the patentee is estopped from enforcing its patent against the 
declaratory plaintiff 

Teva Pharmaceuticals USA, Inc. challenged FDA's June 28, 2005 decision in 
district court. Teva Pharms, USA, Inc. v. FDA, 398 F. Supp. 2d 176 (D.D.C. 2005). On 
appeal, the Teva ///court vacated the judgment of the district court with instructions to 
vacate the FDA's decision and remand to the agency for further proceedings. The court 
held that FDA's decision was arbitrary and capricious because "[t]he FDA mistakenly 
thought itself bound by our decisions in Teva I mid Teva 11'' Teva III, 2006 U.S. App. 
LEXIS 6384, at *12. In the court's view, the Teva I and Teva //decisions had been 
decided purely on procedural grounds and "left the final decision" of statutory 
interpretation to FDA. Id. at *9. 
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FDA has therefore undertaken to interpret the statute in light of the Teva III 
court's direction *'*to bring its experience and expertise to bear in light of competing 
interests at stake' and make a reasonable policy choice." Id. at *13 (quoting PDKLabs., 
Inc. v.DEA, 362 F.3d 786, 797-98 (D.C. Cir. 2004)). As explained in greater detail 
below, FDA interprets the language of the court decision trigger provision, "the date of a 
decision of a court . . . holding the patent which is the subject of the certification to be 
invalid or not infringed/' to require a court decision with an actual "holding" on the 
merits that the patent is invalid, not infringed, or unenforceable. The holding must be 
evidenced by language on the face of the court's decision showing that the determination 
of invalidity, noninfringement, or unenforceability has been made by the court. FDA's 
experience in making court decision trigger determinations bears out the difficulty in 
implementing a broader, estoppel-based standard that requires the agency to evaluate 
whether the patentee is estopped from suing for infringement. FDA's "holding-on-the- 
merits" interpretation adheres closely to the language of the statute, and will provide a 
bright line that is more easily administrable by FDA and that will enable industry to make 
appropriate business planning decisions. 

Applying FDA's interpretation to the facts of this case, FDA has determined that 
the July 23, 2004, Apotex-Bristol dismissal does not constitute a court decision trigger of 
180-day exclusivity for pravastatin because there is no language on the face of the 
dismissal evidencing that the court held on the merits that any of the subject patents were 
invalid, not infringed, or unenforceable. 

I. Statutory and Procedural Background 

A. 1 80-Day Exclusivity and the Court Decision Trigger 

Under section 505(j)(2)(A)(vii), ANDA apphcants must make one of four 
certifications (connanonly referred to by the four sub-paragraphs of section 
505(j)(2)(A)(vii) establishing them) to certain patents, claiming the drug or a use of the 
drug for which the ANDA applicant is seeking approval. The certifications are: a 
"paragraph I" certification that patent information has not been filed; a "paragraph IT' 
certification that the patent has expired; a "paragraph IH" certification of the date the 
patent will expire; or a "paragraph IV" certification that the patent is invalid, not 
infringed, or not enforceable. 21 C.F.R. § 314.94(a)(12)(i)(A). 

A paragraph I or II certification indicates that the applicant believes that the 
patent does not bar immediate approval of the ANDA. A paragraph III certification 
indicates that the applicant is not challenging the validity or applicability of the patent 
and that the applicant is seeking ANDA approval only after the patent expires. A 
paragraph IV certification indicates that the ANDA applicant disputes the applicability or 
validity of that patent. 

An ANDA applicant making a paragraph IV certification must provide notice to 
the new drug application (NDA) holder and patent owner stating that the ANDA has been 
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filed and describing why the patent is invaHd, will not be infringed, or is unenforceable. 
21 U.S.C. § 355|j)(2)(B); 21 C.F.R. § 314.94(a)(12)(i)(A). This notice provides the NDA 
holder and patent owner the opportunity to bring suit for patent infringement prior to 
FDA's granting marketing approval for the AND A applicant's product. In certain cases, 
if the NDA holder or patent owner sues the ANDA applicant for patent infringement 
within 45 day of receipt of the notice, FDA must stay approval of the ANDA for 30 
months (21 U.S.C. § 355(j)(5)(B)(iii)). The FDCA provides that an ANDA applicant 
cannot bring an action for declaratory judgment unless this 45-day period has expired, 
neither the NDA holder nor the patent owner has sued the ANDA applicant for patent 
infringement before the expiration of that period, and, as applicable, the ANDA applicant 
has offered these parties confidential access to its application for the puipose of 
determining whether to bring a patent infringement suit. 21 U.S.C. § 3550")(5)(C)(i) 
(2005). 

Section 505(j)(5)(B)(iv) of the Act governs FDA's 180-day exclusivity 
determinations. The statute provides 180 days of marketing exclusivity as an additional 
incentive and reward to the first ANDA applicant to expose itself to the risk of being sued 
for infringing a patent that is the subject of the paragraph IV certification. It does so by 
delaying approval of subsequent ANDAs containing later paragraph IV challenges to the 
patent until the expiration of 180 days after a triggering event. The applicable version of 
the statute reads as follows: 

If the application contains a certification described in subclause IV of paragraph 
(j)(2)(A)(vi.i) and is for a drug for which a previous application has been 
submitted under this subsection [containing]' such a certification, the application 
shall be made effective not earlier than one hundred and eighty days after - 

(I) the date the Secretary receives notice from the applicant under 
the previous application of first conunercial marketing of the 
drug under the previous application, or 

(II) the date of a decision of a court in an action described in clause 
(ii) holding the patent which is the subject of the certification 
to be invalid or not infringed, 

whichever is earlier. 

21 U.S.C. § 355G)(5)(B)(iv) (2002).^ Under this provision, either of two events can 



Courts reviewing the statute have commented that the word "continuing" reflects a typographical error 
and should be "containing." See, e.g., Furepac Pharm. Co. v. Friedman, 162 F. 3d 1201, 1203 n.3 (D.C. 
Cir. 1998); Mova Pharm. Corp. v. Shalaia, 140 F.3d 1060, 1064 n.3 (D.C. Cir. 1998). 

^ Congress amended 21 U.S.C. § 355(j) in late 2003. ^ee The Access to Affordable Pharmaceuticals 
provisions of the Medicare Prescription Drug, Improvement, and Modernization Act of 2003, Pub. L. No. 
108-173, 117 Stat. 2066 (Dec. 8, 2003) ("MMA"). The majority of the amendments pertaining to 180-day 
exclusivity do not apply to the exclusivity determinations for the pravastatin ANDAs because the earliest 
ANDA containing a paragraph IV certification was submitted before the December 8, 2003, enactment date 
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trigger the start of the exclusivity period: (1) the commercial marketing of the drug 
product as set forth in subparagraph (I); or (2) an apphcable court decision as set forth in 
subparagraph (II). Subparagraph (11) is commonly referred to as the "court decision 
trigger." 

By regulation, FDA has long interpreted the court decision trigger to be satisfied 
not only by a decision of a court holding the patent invalid or not infringed, but also by a 
decision holding the patent unenforceable. 21 C.F.R. § 314.107(c)(l)(ii). In the 
preamble to the 1 994 final rule implementing the Drug Price Competition and Patent 
Term Restoration Act of 1984 ("Hatch-Waxman Amendments" to the FDCA), the agency 
explained that references in section 505 to patent invalidity and noninfringement should 
be interpreted to embrace unenforceabiHty so as to be consistent with "Congress' obvious 
intent in allowing patent challenges under section 505," and to avoid absurd results. 59 
Fed. Reg. at 50,339 (citing Merck v. Danbury Pharmacal, Inc., 694 F. Supp. 1 (D. Del. 
1988), affd, 873 F.2d 1418 (Fed. Cir. 1989)). 

B. The Teva Cases 

In the Teva cases, FDA was asked to determine whether the dismissal of a 
declaratory judgment action for lack of subject matter jurisdiction in a patent case 
between Teva and Syntex constituted a court decision trigger of exclusivity for Apotex 
(then Torpharm) for the/drug ticlopidine. Teva I, 182 F.3d at 1006-07. FDA determined 
that the Teva-Syntex dismissal was not a "decision of a court" or a "holding," as required 
by the statute. Id. On appeal, the D.C. Circuit concluded that FDA's determination that 
there had been no court decision trigger was arbitrary and capricious. Id. at 1007-10. 
The court remanded to the agency for an explanation of, inter alia, why FDA did not 
recognize that a dismissal based on representations that estopped the patentee from suing 
for infringement constituted a court decision trigger. Id. 

On remand, FDA attempted to explain its decision, but the district court, Judge 
Kollar-Kotelly, rejected the agency's explanation. Teva Pharms. USA, Inc. v. FDA, No. 
99-67, 1999 U.S. Dist. LEXIS 14,575 at *22-.23 (Aug. 19, 1999) ("The FDA is bound by 
the Court of Appeals' determination that the purpose of the court decision trigger is to 
ensure that the patent-holder is estopped from suing the ANDA apphcant."). The D.C. 
Circuit affirmed the district court's decision in an unpublished decision stating that "for 
the reasons cited ... in Teva I and by the District Court, the judgment of the agency fails 
for want of reasoned decision-making." Teva II, 2000 U.S. App. LEXIS 38,667, at *6. 
Following the Teva //decision, FDA has believed that it was bound to apply an estoppel- 
based standard when making court decision trigger determinations, and initially applied 
this standard with respect to the pravastatin products at issue here. 



of the MMA. See id. § 1 102(b)(1). The MMA does, however, apply to the court decision trigger 
determination at issue insofar as it defines a "decision of a court" as a final judgment from which no 
appeal can be or has been taken. See MMA § 11 02(b)(3) (defining ''decision of a court" for drugs for 
which a paragraph IV certification was filed before enactment of the MMA and for which there has been no 
triggering court decision as of the date of enactment, December 8, 2003). 
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C. FDA^s June 28, 2005 Decision 

Bristol is the holder of an approved NDA 19-898 for pravastatin sodium tablets, 
which it markets under the brand-name Pravachol. Pravachol is approved for the primary 
and secondary prevention of coronary events and for treating hyperlipidemia. Bristol 
listed four relevant patents in the Orange Book with respect to its drug: U.S. Patent Nos. 
4,346,227 ("the '227 patent"); 5,030,447 ("the '447 patent"); 5,180,589 ("the '589 
patent"); and 5,622,985 ("the '985 patent"). Several ANDA applicants, including Apotex 
and Teva, have submitted AND As containing paragraph IV certifications to the '447, 
'589, and '985 patents. The '227 patent and its pediatric exclusivity expires on April 20, 
2006. ^ Any applicant that has submitted a paragraph III certification to the '227 patent is 
thus precluded from marketing the drug at least until that date. 

Apotex notified Bristol of its paragraph IV certifications to the '447, '589, and 
'985 patents, but Bristol declined to sue Apotex for infiingement. Apotex then sued 
Bristol in the United States District Court for the Southern District of New York (Apotex 
Inc. V. Bristol-Myers Squibb Co. (No. 04 CV 2922)) for declaratory judgment of non- 
infringement and/or invalidity of those patents. The case was dismissed by a stipulation 
and order issued on July 23, 2004. 

The order recited that Bristol had "repeatedly represented and assured Apotex 
that, notwithstanding any disagreement on the scope or interpretation of the claims of the 
'447, '985, and '589 patents, it had no intention to bring suit against Apotex for 
infringement." Apotex stipulated to dismissal of the case for lack of subject matter 
jurisdiction based on those "pre-Complaint representations." Both parties signed the 
stipulation and order, which the court endorsed as "so ordered." 

By letter dated September 7, 2004, Apotex requested a detennination from FDA 
that the July 23, 2004 stipulated order dismissing Apotex's declaratory judgment action 
constituted a "decision of a court" under section 505(j)(5)(B)(iv)(II) that triggered any 
180-day exclusivity for pravastatin. In view of the Teva cases, FDA believed itself 
obliged to apply an estoppel-based standard in determining whether the July 23, 2004 
order qualified as a court decision trigger. In its June 28, 2005 decision, the agency 
determined that Bristol's assurances to Apotex that it would not sue for infringement 
estopped Bristol from suing Apotex for infringement. Thus, under the estoppel-based 
standard FDA believed Ti^va /mandated, FDA found that the dismissal quahfied as a 
court decision under section 505G)(5)(B)(iv)(II), triggering the running of 180-day 
exclusivity for the '447, '589, and '985 patents. 



■^ Pediatric exclusivity is intended as an incentive to sponsors to conduct and submit to FDA studies 
requested by the agency on the use of drugs in pediatric populations. It is a six-month exclusivity that 
attaches to any listed patent or exclusivity for the drug studied. 21 U.S.C. § 355a. 
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D. Teva III 

On July 26, 2005, Teva sued FDA, arguing that FDA's June 28, 2005 decision 
was based on the agency's erroneous belief that Teval onA Teva //required the agency to 
apply an estoppel-based standard. Alternatively, Teva argued that even if the Teva 
decisions did impose an estoppel-based standard for the court decision trigger, Bristol's 
assurances to Apotex were insufficient to effect a complete estoppel. Teva additionally 
argued that the dismissal had been made effective not by the court but by the parties 
under Federal Rule of Civil Procedure 41(a)(l)(ii), and as such lacked sufficient judicial 
involvement to constitute a "decision" or a "holding" of the court. 

The district court agreed with Teva that the dismissal had been made effective 
under Rule 41(a)(l)(ii) and lacked sufficient "judicial imprimatur" to constitute a court 
decision trigger of ISO-day exclusivity. Teva Pharms. USA, Inc. v. FDA, 398 F. Supp. 2d 
176, 190 (D.D.C. 2005) (Bates, J.)- The court stated, however, that Bristol's statements 
to Apotex were sufficient to preclude Bristol from suing for infringement, concluding 
that "[tjhis case thus embodies the peculiar circumstance in which the words of [Bristol] 
are preclusive, but they are not part of a 'decision' or 'holding' within the meaning of the 
Hatch-Waxman Act." Id. at 192 n.6. The district court did not reach the question of 
whether Teva /and Teva //had established a substantive rule binding upon FDA. 

On appeal, the D.C. Circuit determined that "[t]he FDA mistakenly thought itself 
bound by our decision in Tev^ /and Teva II'' and held that "[tjhis error renders [the 
agency's] decision arbitrary and capricious." Teva III, 2006 U.S. App. LEXIS 6384, at 
*12. The court explained that it had never established a requirement to apply the estoppel 
standard as an interpretation of the court decision trigger. Id. at *8-10. Rather, Teva III 
held that Teva /had simply found FDA's reasoning inadequate for the reasons discussed 
in that decision. Id. at *9; see also section II.A., infra. Concluding that "FDA still has 
not answered the questions put to it by the /eva /court," id. at *13 n.5, the court vacated 
the district court's judgment and directed the district court to remand to the agency to 
interpret the court decision trigger provision in view of the agency's own expertise and 
appropriate policy considerations. Id. at*13. 

II. FDA's Interpretation of the Court Decision Trigger Provision 

In accordance with the Teva ///court's determination that FDA is not bound to 
apply the estoppel-based standard discussed in Teva I, FDA has brought its experience to 
bear and now makes an independent interpretation of the statute. FDA has determined 
that it is most appropriate to interpret the statute consistently with its plain language. 
Thus, the agency is interpreting the court decision trigger provision to require a decision 
of a court that on its face evidences a holding on the merits that a patent is invalid, not 
infringed, or unenforceable. This interpretation follows most readily from the statutory 
language and FDA's long-standing regulation including unenforceability as a separate 
basis for a court decision trigger. 21 U.S.C. § 355(j)(5)(B)(iv)(II) ("the date of a decision 
of a court . . . holding the patent which is the subject of the certification to be invalid or 
not infringed") (emphasis added); see also 21 C.F.R. § 314.107(c)(l)(ii) ("The date of a 
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decision of the court holding the relevant patent invalid, unenforceable, or not 
infringed'') (emphases added)."* 

A "holding" is generally defined to mean "[a] court's determination of a matter of 
law pivotal to its decision; a principle drawn from such a decision." Black's Law 
Dictionary at 737 (7th ed. 1999). The statute's express requirement of a "holding" that 
the patent is "invalid" or "not infringed" indicates that the coiut must resolve the issues 
of invalidity, noninfringement, and unenforceability (pursuant to FDA's regulation) on 
the merits. See id, at 1003 (dejfining "merits" as referring to "[t]he elements or grounds 
of a claim or defense; the substantive considerations to be taken into account in deciding 
a case, as opposed to extraneous or technical points, esp. of procedure"). Under the 
agency's interpretation, in the court decision trigger context, the holding must be 
evidenced by a statement on the face of the court's decision demonstrating that the court 
has made a determination on the merits of patent invalidity, noninfringement, or 
unenforceability. 

A. FDA's Response to Teva I 

In reaching this interpretation, FDA is mindful of the Teva /court's criticism of 
the agency's original position, as well as the Teva ///court's view that FDA has never 
adequately addressed that criticism. FDA addresses the specific issues raised in Teva I 
below. 

1. FDA's Interpretation is Consistent with the Purpose of the Statute 

and Will Promote Industry Certainty and Administrative 
Workability 

FDA acknowledges the Teva /court's discussion of broader definitions of 
"decision" and "holding" as potentially including dismissals with preclusive effect. Teva 
/, 182 F.3d at 1008. However, the Teva ///court has determined that Teva I's discussion 
is not binding upon the agency. Teva III, 2006 U.S. App. LEXIS 6384, at *12. 

Teva I further suggested that estoppel was a relevant consideration for the court 
decision trigger because a different view would allow the patent holder to manipulate the 
system and delay generic competition by stating that it would not enforce its patent. Teva 
/, 1 82 F.3d at 1009. That result, in the court's view, would be contrary to the purpose of 
the statute. Jd. FDA does not believe, however, that a narrower, textually-based 
approach is contrary to the purpose of the statute. The court decision trigger provision 
expressly requires a decision of a court holding in favor of the ANDA applicant. The 



^ The D.C. Circuit has found that the coui't decision trigger provision is ambiguous. See Teva /, 182 F.3d 
at 1007-08 (noting that the terms "holding" and "decision'' are subject to interpretation); see also Teva III, 
2006 U.S. App. LEXIS 6384 at *!2 (assuming, in accordance with Teva /, that the statute is ambiguous). 
To the extent that there is ambiguity in any of the terms, such as "decision," "holding," "invalid," "not 
infringed," and [by regulation] "unenforceable," FDA's interpretation is permissible and hews more closely 
to the language of the statute than the estoppel-based approach that the agency believed was compelled by 
Teva I and Teva IJ. 
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agency's '*holding-on-the-merits'* standard may provide a more limited trigger than an 
estoppel-based standard, but it is Congress itself that chose to impose the requirements of 
a ''decision of a court" and a "holding." The estoppel-based standard, by contrast, has the 
anomalous result of substituting the agency's subsequent determination of preclusive 
effect for a court's holding on the merits. 

Elsewhere, the D.C. Circuit has recognized that the exclusivity provision reflects 
a Congressional balancing of competing policy goals. See Teva Pharmaceutical Indus, v. 
FDA, 410 F.3d 51, 54 (D.C. Cir. 2005). "Because the balance struck ... is 
quintessentially a matter for legislative judgment," the interpretation should "attend 
closely to the terms in which Congress expressed that judgment." Id, FDA believes that 
it is appropriate to apply the most facially supportable interpretation of the statutory 
language to give effect to Congresses purpose for the court decision trigger provision, and 
that nothing less than a court decision with a holding on the merits of the patent claims 
should qualify as a court decision trigger. The estoppel-based approach, by contrast, 
renders the terms "decision," "holding," and "invalid or not infringed" superfluous, in 
contravention of accepted canons of statutory construction. See, e.g, Bailey v. United 
States", 516 U.S. 137, 146 (1995) (superseded by statute on other grounds) ("We assume 
that Congress used [the] terms because it intended each term to have a particular, 
nonsuperfluous meaning,"). Indeed, pvQ-Teva /, the D.C. Circuit suggested that a proper 
interpretation of the court decision trigger should give substantive effect to the terms that 
Congress chose. See Purepac Pharm. Co. v. Friedman, 162 F.3d 1201, 1205 n.6 (D.C. 
Cir. 1998) ("Suppose further that a first applicant is sued but that the suit does not result 
in a judicial decision finding the patent not infringed or invalid, so that the judicial 
decision trigger in § 355(j)(5)(B)(iv) is not activated. This could happen if, for instance, 
the suit is dropped or settled."). 

Further, the law on estoppel relevant in the court decision trigger context is not 
well developed. In fact, the Federal Circuit law to which the D.C. Circuit looked in Teva 
I to determine whether a particular representation has estoppel effect generally addresses 
whether there is sufficient reasonable apprehension of suit to support a declaratory 
judgment action, and not, as in the Teva /court's inquiry, whether the patentee is 
ultimately estopped from suing for infringement.^ In short, applying the estoppel 
standard articulated by the Teva I court would often require FDA to resolve factually 
intensive questions with little guidance from the courts on how to apply the facts to the 
law. 

Estoppel can be raised in different contexts, and the agency foresees that an 
estoppel-based approach could require FDA to make determinations based on a host of 
factors regarding whether a patentee may be equitably estopped from suing a particular 
ANDA applicant. See, e.g., A.C, Aukerman Co. v. R.L. Chaides Constr. Co., 960 F.2d 
1020, 1028 (Fed. Cir. 1992) (en banc) (noting factors relevant to equitable estoppel: 



^ See Teva I, 182 F.3cl at 1008-08 (citing 5u;?er5'ac^>V^. Corp. v. Chase Packaging Corp., 51 V 3d 1054, 
1059 (Fed. Cir. 1995); Spectronics Corp. v. H.B, Fuller Co., 940 F.2d 631, 636-38 (Fed. Cir. 1991); and 
Fina Research, S.A. v. BaroidLtd., 141 F.3d 1479, 1483-84 (Fed. Cir. 1998)). 
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(1) misleading conduct by the patentee indicating that it will not enforce its patent; 

(2) reliance by the alleged infringer; and (3) material prejudice to the alleged infringer if 
the patentee is allowed to proceed with its claim). Such determinations are often quite 
subjective, dependent on an infinite variety of factual contexts, and provide scant basis 
for predictability to the regulated industry. 

In addition, the estoppel-based approach has been difficult to apply and has led to 
uncertainty. Experience has shown, for example, that declaratory judgment actions may 
be dismissed for a variety of reasons, not all of which concern representations with 
preclusive effect that can then serve as a proxy for a finding of estoppel. See, e.g., Teva 
Pharms, USA, Inc. v. Pfizer, Inc., 395 F.3d 1324, 1333 (Fed. Cir.), cert, denied, 126 S. 
Ct. 473 (2005) (dismissing declaratory judgment action for lack of subject matter 
jurisdiction despite the patentee's refusal to provide assurance that it would not sue). 
Indeed, Teva I and Teva II, as well as the instant pravastatin case, demonstrate the 
difficulty of applying an estoppel-based standard that requires the agency to evaluate the 
underlying reasons for a dismissal — and the very low likelihood of industry certainty 
under such a standard.^ 

FDA is ill-equipped to make fact-based determinations concerning whether 
certain statements or actions of a company in litigation to which FDA is not a party may 
estop that company from enforcing its patent. FDA's interpretation of the court decision 
trigger provision as requiring a holding on the merits will enable the agency to rely on the 
face of the court's decision to determine whether there has been a holding that a patent is 
invalid, not infringed, or unenforceable. As Teva /and Teva //demonstrate, an estoppel- 
based approach inexorably spawns subsequent litigations concerning FDA's estoppel 
determinations — litigations that can be avoided under a clearer, textually-based 
standard. 

2. FDA's Interpretation is Consistent with its Regulation, which 

Includes Unenforceability as a Separate Basis for a Court Decision 
Trigger 

The Teva I court requested that FDA explain how FDA's decision that the Teva- 
Syntex dismissal was not a court decision trigger was consistent with FDA's regulation 
including unenforceability as a basis for the court decision trigger. Id. at 1009-10. Teva I 
suggested that FDA's position was "absurd" because FDA's regulation included 
unenforceability, but FDA refused to acknowledge a dismissal that had the apparent 
effect of unenforceability as a court decision trigger. Id. 



^ In the pravastatin case, for example, the district court agreed with FDA that Bristol was estopped from 
suing Apotex for infringement, but for different reasons. Compare Teva, 398 F. Supp. 2d at 192 n.6 
(fmding preclusion based on Bristol's representations having "prevent[ed] any reasonable apprehension 
from arising"); with FDA*s June 28, 2005 letter at 4 (fmding preclusion based on Bristol's repeated 
assurances that it had no intention to sue Apotex for infringement). 
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FDA's regulation interpreting the court decision trigger states that the trigger 
occurs on: "[t]he date of a decision of the court holding the relevant patent invalid, 
unenforceable, or not infringed," 21 C.F.R. § 314.107(c)(1). FDA's inclusion of 
"unenforceable" in its regulation serves the salutary purpose of encouraging patent 
challenges based on unenforceability. See 59 Fed. Reg. at 50,339. The regulation, 
consistent with the statute, expressly requires that there be a court ^'decision" and a 
"holding" of unenforceability. 

FDA does not believe that a patentee's statements concerning its intentions not to 
enforce a patent, even, if reflected in the dismissal, constitute a court's "decision . . . 
"holding" a patent unenforceable. As explained in section II. A. 1., supra, FDA rejects an 
estoppel-based interpretation of the statute based on a patentee's representations. As 
noted, a declaratory judgment action can be dismissed for a variety of reasons, and such a 
dismissal cannot uniformly serve as a proxy for a determination of preclusive effect. 
Even if a patentee's representations have the apparent effect of rendering a patent 
unenforceable vis-a-vis a particular ANDA applicant, in the agency's view, a holding of 
unenforceability must result from a court 's consideration of that issue on the merits, 
rather than FDA 's evaluation of the effect of a patentee's statement. The estoppel-based 
approach turns the statutory language on its head, by compelling FDA — rather than a 
court, as the statute seemingly requires — to effectively make a "decision" and a 
"holding" of unenforceability. Such patent-related decisions are not within the agency's 
expertise, nor does the statute require FDA to make those decisions. FDA's statutory and 
regulatory interpretation is not "absurd" because it is narrower than the estoppel-based 
standard. The agency's interpretation gives full effect to each word of the statute and 
regulation and will provide greater certainty than the estoppel-based standard. 

3. FDA's Interpretation is Consistent with the FDA's 1 80-day 
Exclusivity Guidance and the Granutec Decision 

Teva /also concluded that FDA had not adequately explained its position on the 
Teva-Syntex dismissal with regard to (a) FDA's "case-by-case" approach to exclusivity 
set forth in a guidance document, 180-Day Generic Drug Exclusivity under the Hatch- 
Waxman Amendments to the Federal Food, Drug, and Cosmetic Act (June 1998) (180- 
day exclusivity guidance); or (b) why the agency recognized a grant of partial summary 
judgment of noninfringement based on a patent holder's admission as a court decision 
trigger in Granutec, Inc. v. Shalala, 139 F.3d 889, 1998 WL 153410 (4th Cir. Apr. 3, 
1998) (unpublished opinion), but did not consider the Teva-Syntex dismissal for lack of 
subject matter jurisdiction a court decision trigger even though it too arose from 
statements made by the irmovator. /(i. at 1010-11. 

The regulatory landscape has changed dramatically since FDA's original 
determination that the Teva-Syntex dismissal did not constitute a court decision trigger. 
At that time, FDA was undertaking rulemaking and regulating directly from the statute in 
the interim, using a "case-by-case" approach to make its exclusivity determinations. See 
1 80-day exclusivity guidance. Teva I suggested that FDA had failed to adopt any 
particular interpretation of the statute, and also had not "abide[d] by the commitments it 
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made in the 'Guidance for Industry' as to how it would proceed until anew rulemaking 
was completed." Id. 

Just a few days after the Teva I decision, in proposing a rule, FDA rejected a 
suggestion that a dismissal for lack of jurisdiction based on a lack of case or controversy 
should constitute a court decision trigger. 180-Day Generic Dmg Exclusivity in 
Abbreviated New Drug Applications, 64 Fed. Reg. 42,873, 42,881 (Aug. 6, 1999) 
(proposed rule). Rather, the agency proposed a 1 80-day "triggering period," during 
which there would have to be either a favorable court decision or commercial marketing 
of the drug. Id. at 42,877. If neither of those events occurred, the first ANDA applicant 
would lose its eligibility for exclusivity. Id. Under the "triggering period" approach, 
subsequent applicants would not be blocked indefinitely from approval, and would thus 
presumably have no need to seek to trigger exclusivity by bringing declaratory judgment 
actions and thereby raising the myriad issues that arose in the Teva litigations. Id. at 
42,881. 

FDA withdrew that proposed rule in 2002, however, in part due to its belief that 
the Teva /"holding was directly at odds with the approach the agency proposed in the 
August 1999 proposed rule to deal with dismissals of declaratory judgment actions." 
180-Day Generic Drug Exclusivity for Abbreviated New Drug Applications, 67 Fed. 
Reg. 66,593, 66,594 (Nov. 1, 2002) (withdrawal of proposed rule) ("After careful 
consideration of the comments on the August 1999 proposed rule and multiple court 
decisions affecting the agency's interpretation of the provisions of the act relating to 180- 
day exclusivity and ANDA approvals, FDA has concluded that it is appropriate to 
withdraw the August 1999 proposed rule at this time."). Following FDA's withdrawal of 
its proposed rule, Congress substantially amended the 180-day exclusivity provision in 
the MM A. See note 2, supra, FDA determined not to expend its resources crafting a 
regulation that would be vulnerable to challenge if it diverged from Tevalzxxd would in 
any event become less relevant in the near fixture due to Congress's substantial revision 
of the 1 80-day exclusivity provision, which ultimately eliminated the court-decision 
tngger provision (but provided for forfeiture of exclusivity in certain circumstances). 

Now, however, FDA is independently interpreting the statute in accordance with 
the direction of the Teva III court. For al! of the reasons explained above, FDA's 
interpretation here is fiiUy consistent with the statutory language and the extensive 
regulatory and judicial history concerning the agency's treatment of the court decision 
trigger issue. 



-7 

It bears noting that one event that can trigger forfeiture under the MMA is a "a settlement or consent 
decree that enters a final judgment that includes a finding that the patent is invalid or not infringed." 21 
U.S.C. § 355G)(5)(D)(i)(l)(bb)(BB) (2005). As explained above, the MMA amendments do not apply to 
pravastatin except in one respect {see note 2, supra) and are not at issue in this decision. The agency's 
determination to apply the "holding-on-the-merits" standard under the pre-MMA statute does not reflect an 
agency view as to the proper scope or interpretation of this forfeiture provision or any other forfeiture 
provision in the MMA. 
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Teva I also suggested that the Teva-Syntex dismissal should satisfy the court 
decision trigger requirement because it "support[ed] estoppel to the same extent as the 
grant of partial summary judgment at issue in Granutec.'' Teva 7, 1 82 F.3d at 101 1. For 
the reasons explained in section II.A.l, supra, however, FDA does not believe that the 
court decision trigger provision should be interpreted to embrace dismissals based on 
underlying statements that have estoppel effect unless the decision evidences a court 
holding on the merits of the patent claims. Applying the "holding-on-the-merits" 
interpretation, it is clear that the Teva-Syntex dismissal was materially distinguishable 
from the decision at issue in Gramitec. 

The underlying decision in Granutec was a memorandum decision by the court 
gi'anting a motion for partial summary judgment of noninfringement based on the 
patentee's concession that the defendant's product did not infringe. Glaxo, Inc, v. 
Boehringer Ingelheim Corp., No. 95-CV-01342 (D. Conn. Oct. 7, 1996) (memorandum 
decision). The court's grant of summary judgment is clearly a holding on the merits of 
patent noninfringement as a matter of law.^ See Fed. R. Civ. Proc. 56(c) ("The judgment 
sought shall be rendered forthwith if the pleadings, depositions, answers to 
interrogatories, and admissions on file, together with the affidavits, if any, show that 
there is no genuine issue as to any material fact and that the moving party is entitled to a 
judgment as a matter of law."). In contrast, the Teva-Syntex case was dismissed on 
jurisdictional grounds based on Teva's lack of a reasonable apprehension of suit. See 
Teva /, 182 F.3d at 1004. Once the court recognized that it lacked jurisdiction, it 
appropriately refused to decide the merits of the case and granted Syntex's motion to 
dismiss. Thus, FDA's textually-based interpretation is entirely consistent with its 
determination that there was a court decision trigger in Granutec, but not in the Teva- 
Syntex case. 

B. FDA's Interpretation is Most Facially Supportable and is Consistent with 
Important Policy Goals of Regulatory Clarity and Certainty 

The legislative history for the Hatch- Waxman amendments clearly reflects a 
congressional intent to expedite approval of generic drugs and promote competition in the 
drug marketplace. H.R. Rep. No. 98-857, Ft. 1, 98th Cong., 2d Sess. at 14-15, reprinted 
in 1984 U.S.C.C.A.N. 2647-48. However, to achieve these policy goals, Congress 
established a regime that depends on ANDA applicants to challenge drug patents to 
enable earlier approval of generic drugs and, thereby, promote competition. Congress 
clearly believed that ANDA applicants needed an incentive beyond the prospect of earlier 
generic market entry to take on the litigation risks associated with challenging drug 
patents. This Congressional behef is manifested in the statutory provision for 180-day 
exclusivity under section 505(j)(5)(B)(iv). 



^ Consistent with its decision in the Granutec case, FDA's interpretation does not demand, and the agency 
does not intend to limit its scope to, court decisions following a full trial. The statutory language ^'decision 
of a court" in section 505(j)(5XB)(iv)(II) does not require such a narrow reading; nor does the legislative 
history appear to indicate Congressional intent for the language to be read in such a manner. 
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A relatively broad interpretation of the court decision trigger, such as the estoppel 
standard, makes it easier to trigger 180-day exclusivity. In any specific case, this may 
speed approval of subsequent ANDA applicants and, therefore, competition in the 
marketplace. However, a relatively broad trigger for 180-day exclusivity could diminish 
the value of 180-day exclusivity to ANDA applicants, and thus it might also reduce the 
incentive for ANDA applicants to challenge an innovator's patents. A relatively narrow 
interpretation, such as the "holding-on-the-merits" standard, may slow approval of 
subsequent ANDAs and competition in a specific case. It could, however, make 
exclusivity more valuable, and thus make patent challenges more common overall. In 
any event, the legislative history offers little if any guidance as to which interpretation 
Congress might have preferred, and thus it is appropriate to apply the interpretation most 
consistent with the plain language of the provision. See, e.g., Teva, 410 F.3d at 54, 

In the absence of clear Congressional intent to promote another policy objective, 
the agency considers clarity and certainty of critical importance. Because of the huge 
financial consequences that result from gaining or losing six months of ANDA marketing 
exclusivity, drug companies have creatively construed the FDCA and relevant court 
decisions to gain whatever marketing advantage they can. This dynamic is demonstrated 
with remarkable clarity by Apotex's and leva's having taken legal positions with respect 
to the Apotex -Bristol dismissal that are diametrically opposed to their positions in the 
original Teva litigation during 1999 and 2000. This change of positions is not surprising 
because their roles are reversed: with respect to pravastatin, they each occupy the seat 
the other occupied with respect to ticlopidine. Indeed, the parties' (as well as the Generic 
Pharmaceutical Association's) disparate policy arguments for and against easier 
triggering at different times underscores that there may be no clearly preferable position 
from a policy perspective. See, e.g., Teva Pharms. USA, Inc. v. FDA, No. 05-1469 
(D.D.C.) (0pp. of Intervenor-Defendant Apotex Inc. to Mot. of Generic Pharmaceutical 
Ass'n for Leave to File Brief as Amicus Curiae, at 2-4, filed Sept. 9, 2005) (noting that 
the Generic Pharmaceutical Association has made policy arguments both for and against 
a broad interpretation of the court decision trigger in different cases). 

The stipulated order dismissing the Apotex-Bristol case could reasonably be 
viewed as an effort to tailor a dismissal order to satisfy the estoppel standard discussed in 
Teva L It includes a statement on its face that Bristol had committed not to sue Apotex 
for patent infringement. It expressly states that the case is dismissed for lack of subject 
matter jurisdiction on the basis of Bristol's assurances. Nevertheless, Teva challenged 
the agency's determination on multiple grounds, including whether Bristol's statements 
had estoppel effect and whether the order constituted a decision of a court as a matter of 
federal civil procedure law.^ 



^ The agency's brief on appeal to the Teva ///court indicates the potentially myriad complexities of 
attempting to apply an estoppel-based standard; 

The considerations that the district court's decision make crucial - "whether the dismissal for lack 
of jurisdiction resulted from a motion or a stipulation, whether the dismissal was effected under 
one procedural rule or another, whether the dismissal recites that the court found *'good cause" for 
it, whether the court considered papers beyond the motion or stipulation itself, whether the court 
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FDA's experience suggests that drug companies will continue to litigate over 
exclusivity issues whenever the potential financial rewards are sufficiently high. Were 
FDA to adopt a standard less objective and clear than the "holding-on-the-merits" 
standard, the opportunities for disputes regarding the tripping of the court decision trigger 
would increase. Further, it seems reasonable to assume that applicants are more likely to 
conclude that their chances of success in court are better in cases concerning patentee 
estoppel because of FDA's lack of expertise on this issue. 

It is in the public's interest, as well as FDA's own interest, to have exclusivity 
triggering determinations governed by a legal regime that is clear and easily 
administered, Encouraging highly-interested and well-financed htigants to pursue ever- 
fmer distinctions, ever farther removed from the language of the statute and from its 
purposes, does not advance the public's interest. It offers no guarantee of more rapid 
generic drug approvals, only a high likelihood of delay due to litigation, and the prospect 
that this area of law will remain unnecessarily unstable, thus undermining marketplace 
certainty and interfering with business planning and investment, 

C. Application of FDA's Interpretation to the Apotex-Bristol Dismissal 

Under FDA's interpretation, it is clear that the July 23, 2004, stipulated order 
dismissing the Apotex-Bristol declaratory judgment action is not a court decision 
"holding" that the subject patents are invalid, not infringed, or unenforceable. Nowhere 
on the face of the order is there such a determination by the court regarding any of the 
patents at issue. Even if Bristol's assurances to Apotex, incorporated into the dismissal 
order, were later determined by a court to estop Bristol from suing Apotex for 
infringement, the July 23, 2004 dismissal itself does not contain a holding on the merits 
of patent invalidity, noninfringement, or unenforceability — the issues specified by 
Congress in the statute (and FDA by regulation). Indeed, the dismissal order makes clear 
that the case was dismissed for procedural reasons (lack of subject matter jurisdiction) 
based on Bristol's representations without a holding on the merits of Apotex's 
declaratory judgment patent claims. 

FDA has thus concluded that 180-day exclusivity for pravastatin was not 
triggered by the July 23, 2004 dismissal. Absent a material change in circumstances, 
FDA intends to approve only those ANDAs eligible for 180-day exclusivity for 
pravastatin when the '227 patent (including its period of pediatric exclusivity) expires on 
April 20, 2006, Approvals of all other pravastatin ANDAs will be delayed for 180 days 
after exclusivity has been triggered.'^ 



held a hearing, and the like . . . bear no relationship either to whether the decision *'hold[s] the 
patent . . , to be invalid or not infringed'' .... 

Br. for the Federal Appellants at 54 (filed Dec. 22, 2005). 

'** Apotex asserted that the Apotex-Bristol dismissal applied to the 10 mg, 20 mg, 40 mg, and 80 mg 
strengths of pravastatin. Because FDA has determined that the Apotex-Bristol dismissal does not qualify 
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III. Conclusion 

FDA interprets the court decision trigger provision to require a decision of a court 
that on its face evidences a holding on the merits of patent noninfringement,, invalidity, or 
unenforceability. The July 23, 2004, Apotex -Bristol dismissal does not contain such a 
holding. FDA therefore denies Apotex's request for an agency determination that 180- 
day exclusivity for pravastatin has been triggered and nm. 

Sincerely, 



Gary Buehler 

Director 

Office of Generic Drugs 

Center for Drug Evaluation and Research 



as a court decision trigger for any strength of pravastatin, FDA need not decide (and this decision should 
not be construed as deciding) whether the disnussal order encompassed aJ! four strengths. 
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